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advantage 11
kitten '

' Onte-A-Month Topiost Fies Prevention and Trestment for Caty !
i Fat s GRLY on Cats § Weeks snd Otdor 2md Weighing 2 -§ lba. i

READ TRE ENTIRE LABEL BEFORE EACH USE  Treatrendt st the basa of the sioll wh

For the Preventian snd Treatment of Floa

nfextatinns

+ Kitls al) flez e stages

} Controts axteting flea Infestatlons on your
st 2nd provents furlber Infesttliens

} Kills fleas within 22 hours of application

mitimtan the opgrartunity fof the cat lollk the
prodect, &0 not aliow the product ta run off.

« Comvpntent, savplo-sRnly lopleal )

; | Fregtance-free 4. Discard empiy tube 35 described In Starage ) m—
* Waterprnel and Bisposal
AR (REIHRET o.o.roeneeeeess. 6 Dy Wit 7, Undher rictmal comditlons this productis
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Fyrlgeony a.adts  severe oo Infestailon, retreatment may be
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Stalemaris. (g 3 monthly eirestment schedule.
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HOW T0 OPEN §hee
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HOW TQ ARPLY

L. Remove one appiicator tube Frem the
frickage. See “HOW T0 OPEN" section,
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ey, Pull cag off lube.
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4. Twist eap o Break sesl, then remove tap
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the Luk2 on the skin and squeeze the tube to
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liaw ynur cat to ingest NS product. The
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of taty with Advantege ke Willa fleas end
miy reduse the incldence of (hls condiiien,
Adventage [UXRUen kil the oxdsting fleys on
exly within sx hours, Relafesting Ress are §
iithed within 3 hours with protection agzinst
further Reainfectation lening forup Lo four
(4) veeeks, Promcrisling Bupe in the
erdronment may contlnae ta smerge for six |
{6) weeks ef longer dapending upon the :
climatic condibons,

fleas, opgs and lenaein ke ats ’
surmundings are Miled lofowing contac with ;
an Advantege KRR ioated oot Adwmmtage !
KHzen provides myhtl-stare fles comirol 3
affettionly breaking afl flea fe-opcle sieges |
Fytizsting conir! of fiea pepuistions. i
Advantaps [Kitlen Glls adult fleas quisidy, ¢
within 12 haurs, irhifis the development of )
irvmature ez Ule stages and provemts them
trom reaching the bitleg 2dult stege.

Advantage I Kirren Is walacpeoof ond wlnai
P N et ot

£ 3 P
After expakuce L raln o suriight, i
Appiy menthly treatments foe eptimal contral
snd prevention ol legs. !

Pne: BTG Tt hiinng] Hoattn Gt W ames 57
3‘3 Cétnn.: DasTe spprrveed by BANHPETIMY D w8 2T 2E.
T o TS x 357 mm .
§§ Fetter of sehhakigy Tesaa ¥ SRR
a mmﬂ.: o "
&% 3 Caoure e ® | by i
w0 § | tehwwz h
ggg [ u.E-.L- Yt v Lyt
] =
i ntat-
§fr CR088010] By

Thia proo! be HOT a i reprassrtation of the firsd sciours that wil be povted.




Page 1 of 2

Advantage I - Cat products (11556-150, -151, and -152)
Doug Spilker

to:

Auturnn Metzger

10/10/2012 09:12 AM

Ce:

Venus Eagle

Hide Details

From: Doug Spilker <doug.spitker@bayer.com>

To: Autumn Metzger/DC/USEPA/US@EPA
Ce: Venus Eagle/DC/USEPA/US@EPA

History: This message has been replied to.

& Aftachments

Advantage [I Kitten jb highlighted.pdf Advantage II Kitten jb.pdf Advantage IT Large Cat jb hightighted.pdf

Advantage II Large Cat jb.pdf Advantage [T Small Cat jb highlighted.pdf Advantage IT Small Cat jb.pdf

Hi Autumn, :

Please find attached the draft master labels {1 clean copy; 1 highlighted copy), text dated 9/25/2012, for the
Advantage |l Kitten (11556-150), Advantage H Small Cat {11556-151) and Advantage 1l Large Cat {11556-152),
The following are the text changes that were made from the Jast version. All of the elements of the Final Printed
Labeling (facsimile} for these products will be sent under separate emails by product.

| Page Changes to Master label _
Page 1 Updated text date to 9/25/12; updated version designation from “ja” to “jb” — see file
name,
Page 1 Changad referral statement t0 show that First Aid appears inside on insert, This was agread
to In emall of 8/24/12 (A. Metzger to D, Spilker},

file://C:\Documents and Settings\ametzger\Local Settings\Temp\notes87944B\~web1379.... 10/25/2012 6




Page 2 of 2

Page 2 First Ajd removed, and moved to page 8 {insert),
Page 6-7 Added First Aid section and duplicated Precautionary Statements, Hazards et al. {from page
2) 50 that it will match the insert of the Final printed labeling.

Please call if you have questions or the labels do not come through correctly,

Best Regards,
Doug

Douglas A. Spitker, Ph.D.
Manager - EPA Reg. Affairs
BAYER HEALTHCARE LLC
Animal Health Division
Office: 913-268-2751
Mobile: 816-506-3

Emaik doug.snilice

Address:

P.0O. Box 390

Shawnee Mission, KS 66201-0390
Country: USA

Bayer Animai Health "Protecting Curing.Caring.. Together”

The informalion conlainad in Ihis e-mall is for the exclusive use of the intended reciniont{s} end may ba confidentiel, proprielery, andior lageliy
privifegad. inadveriant dizslosure of thiz messege doas not constilule a walvar of sny priviizge. If you recaive thiz message in emor, bisoze do riof
directly or indiraclly use, print, copy, forward, or disclose any part of this massage. Plogze slzc doigte thig e-mail and all gopiss and notify the sendgr

Thank you,

For gitemale languages please go to hlipiGayardieciaimar b

file://C:\Documents and Settings\ametzger\Local Settings\Temp\notes§ 7944 B\~web1379.... 10/25/2012
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RE: Advantage i Cat Labeis (11556-150, -151 and -152)
Doug Spitker to: Autumn Metzger 08/24/2012 12:51 PM

History: Thiz mesgage hes bean replied to,

Thanks. 1 never got any stamped labeis!?
However, will do. Do | send via emai] or through the mailroom?

Best Regards,
Doug

Douglas A. Spilker, Ph.D.
Manager - EPA Reg, Affairs
BAYER HEALTHCARE LLC
Animal Health Division

Office: 913-268-2751

Mohijie: 816-506-3102

Email: doug.spilker@bayer.com

Address:

P.0. Box 390

Shawnee Misston, KS 66201-03%90
Country: USA

Bayer Animal Health "Protecting.Curing.Caring... Together”

From: Autumn Metzger [maiito:Metzger. Autumn@epamail.epa.gov]
Sent: Monday, September 24, 2012 11:48 AM

To: Doug Splker

Cc: Angefa Mall; Venus Eagle

Subject: RE: Advantage IT Cat Labels (11556-150, -151 and -152)

Hi Doug,

This Is precisely the reason we are asking for the final printed labels. These things have to
be worked out to ensure they aill fit and match what we stamp. So yes, what you propose Is
fine, however now we need to start the process over and re-stamp Ilabels. Please re-submit
these with no other changes and a very clear cover letter,

Autumn Metzger

Biologist

L.S. Environmentai Protection Agency
Insecticide-Rodenticide Branch
Registration Division (7505F)

1200 pennsylvania Ave. NW
Washington, DC 20460

Tel: 703 305-5314
Fax: 703 308-5433
Emal: metzger,autumn@eapa.gov




~~~~~ Doug Spliker <doug.spiiker@bayer.com> wrote: --~--

To: Autumnn Metzger/DC/USEPA/US@EPA

From: Doug Spllker <doug.spilker@bayer.com>

Date: 09/24/2012 11:24AM

Cc: Angela Mall <angela.strauss@bayer.com>, Venus Eagle/DC/USEPA/US@EPA
Subject: RE: Advantage II Cat Labels (11556-150, -151 and -152)

Good Morning Autumn,

They are working on these package labels to try and meet your deadline. However, they are having
trouble fitting all of the new information on the back pane!l - e.g. new Restrictions section, side
effacts et al. We would like your permission to move the First Aid section to the insert (and of
course change the referral statement to reflect this,) The Precautionary Statements {(Hazard to
Humans, Hazard to Domestic Animals, Side Effects, and Restrictions would appear on the back
panel.) ALL ofthis information would also be repeated in its entirety on the insert, so the Insert is
very complete ~ including all the proper positioning of the First Aid statements with the
Precautionary statements.

As lread the LRM (7-10), it says that the Agency may permit reasonable variations in placement of
the First Aid statements as long as the referral statement appears on the front panel, We feel thisis
a reasonable request, and does not increase any potential hazard in using the product.

We ask for your permission to do this. If you need revised Master labels to reflect this change,
please let me know and we will fix it.

Best Regards,
Doug

Douglas A. Spilker, Ph.D.
Manager - EPA Reg. Affairs
BAYER HEALTHCARE LLC
Animal Health Division

Office: 913.268-2751

Mobile: 816-506-3102

Email: doug.spilker@bayer.com

Address:

P.0., Box 390

Shawnee Mission, KS 66201-0390
Country: USA

Bayer Animal Health "Protecting.Curipng.Caring.. Together"

From: Autumn Metzger [mailto:Metzger. Autumn@epamail.epa.gov]
Sent: Tuesday, September 18, 2012 2:03 PM

To: Doug Spilker

Subfect: Re: Advantage II Cat Labels (11556~150, -151 and ~152)

Hi Doug,

These aii look ok. Please go ahead and use these to update the final printed iabeling for each and submit




to me via emait {if possible). We cannot close these out wilhout that part {since | have to be sure the fant
sizes/colors/pictures and everything else are adequately translated to the final printed labeling). Can we
shoot for this back to me within 3 weeks? We'li have to have this closed out before we can finish up the
ferret amendment and we would rather not push that back.

Autumn Metzger

Biologist

1.8, Environmental Protection Agency
Insecticide-Rodenticide Branch
Registration Division {7505F)

1200 Pennsylvania Ave, NW
Washington, DC 20460

Tel, 703 305-5314
Fax; 703 308-5433
Email: metzger.autumni@epa.gov

“ Doug Spitker ---09/07/2012 07:47:47 AM—Hi Autumn, Here's your welcome back present. Attached are
the revised labals for the cat products wi

From: Doug Spliker <doug.spitkar@bayer.com>

To: Autumn MetegerDC/USEPATUSEEPA

Ce: Vanus Eagis/DCAISEPARISEEPA

Date: 09/07/2012 07:47 AM

Sublect Advantege || Cat Labels (11566150, -t5t and -152)

Hi Autumnr

Here's your welcome back present. Attached are the revised labels for the cat products with the changes you
requested, t have Josked at these ad nauseam, and t hope | fixed everything. The Advantage [ dog labels will
be in a separate email. I am in the office next week on Monday, and Friday, but in DC Tuesday thru Thursday.

I'm hoping we don't, but et me know if we need to work on these some more.

Best Regards,
Doug

Douglas A. Spllker, Ph.D,
Manager - EPA Reg. Affairs
BAYER HEALTHCARE LLC
Animat Health Bivision

Office: 913-268-2751

Mobile: 816-506-3102

Email: doug.spitker@bayer.com

Address:

P.0. Box 390

Shawnee Mission, KS 66201-0399
Country: USA

Bayer Animal Health "Protecting.Curing.Caring... Together”

The information contained In this a-mall is for the exclusive use of the intended racipient(s) and may be confidential, proprietary,
andfor tagally privileged. Inadvertent disclosure of this message does not constitute a waiver of any privilage. If you recalve this

10




mesgage in error, piease do not directly or indirgctiy use, print, copy, forward, or disclose any part of this message. Please aiso
dsiste this g-maii and ali copias and notify the sander, Thank you.

For aifernale fanguagss please go to hitp:/haysrdisciaimer. bayarwab.com

(See attached file: Advantage II Kitten ja.pdf)(See attached file: Advantage II Small Cat
ja.pdf)(See attached file: Advantage II Large Cat ja.pdf)
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Decigion #: 483818

DATA PACKAGE BEAN SHEET DP #: (405724)
Date: 03-Oct-2092 NON PRIA
Page tof Parent DP #:
Submission #: 324810
* % * Registration information * * * E'SU*J:;
Registration: 11586-150 - ADVANTAGE i KITTEN B 2 O )

Company: 1556 - BAYER HEALTHCARE LLC /ﬁ ? \
Risk Manager: RM 01 - Venus Eagle - (703} 308-8045 Roomdt PY1 5-7913

Risk Managear Reviewer: Avtumn Meteger AMETZGER
Sent Date: PRIA Due Date: 06-Dac-20t2 Edited Due Date:

Type of Registration: Product Reglstratlon - Section 3
Actlen Desc: (300} LABEL REVISIDN;NO DATA REQUIRED;

Ingredients: 120032, Pyriproxyfan(.48%)}
128089, Imiducioprid(8.1%)

*** Data Package Information * * *

Expedite: (O Yes @ No Date Sent: 03-0ct-2012 DueBack: —
D Ingredlent: 128088, imidacioprid
t29032, Pyriptodylan et et
DP Titls: Companton Anlmal lowast Waeight check o -
CSF Includsd: () Yes €@ No Label Inciuged: (O Yes @ Ne PareptOP#
Assigred To Date In Dato Qut w';’ lJ\”I 05 "2
Organization: RD / TRE i _ Last Possible Science Due DeteT Z0WNmae Yy
Team Name: TOX e - Scienco DueDate:
Reviewer Name: - Sub Dats PackageDup Date:

Contrattor Name:

* * * Studles Sent for Review bl Up
"‘"@\ S AP no

No Studles

** * Additional Data Package for this Decision * * * _/’Z/ %‘? ﬂ

No Adgitional Data Packsges \ \ CQ{ }/'} :

* ** pata Package Instructions * * * g

Byron
Plaase check the eriginal CA studles for thls product end verify the lowest welght allowed for the spot-on mitigation, @

ol

12




UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
WASHINGTON, B.C. 20460

OQFFICE OF CHEMICAL SAFETY
AND POLLITION PREVENTION

QFFICE OF PESTICIDE PROGRAMS
REGISTRATFION DEVISION (75058

QOctober 12, 2012

MEMORANDUM: Minimum Treatment Weight and Age for EPA Reg. No. 11556-150

Subject: Name of Pesticide Product: ADVANTAGE 1 KITTEN

EPA Reg. No. /File Symbol: 11556-150

DP Barcode: DP 405724

Decision No.: 463818

Action Code: 300

PC Codes: 129099 (Imidacloprid: 9.1%)

129032 (Pyriproxyfen: 0.46%)
- .

From: Byron T. Backus, Ph.D., Toxicologist {3 e ‘- st

Technical Review Branch ot -t b .

Registration Division (7505P) ”L[‘h‘:’jaﬁ’ eoroGel 5T
To: Autumn Metzger/Venus Eagle RM 01

Insecticide-Rodenticide Branch

Registration Division (7505P)
Registrant: BAYER HEALTHCARE LLC
FORMULATION FROM LABEL: .
Active Ingredient(s): by wt.
129099 Imidacloprid 9.10%
129032 Pyriproxyfen 0.46%
QOther Ingredient(s): 80.44%

TOTAL 100.00%

ACTION REQUESTED: The Risk Manager requests:

“...Please check the original companion animal studies for this product and verify the lowest
weight allowed for the spot-on mitigation...”

13



BACKGROUND:

The companion animal safety studies that supported the registration of EPA Reg. No. 11556-150
are an adult cat study in MRID 45097001 (Abraham, A. (2000) Evaluation of the General Safety
of 9.1% Imidacloprid with 0.9% Pyriproxyfen Spot-on Formulation in the Target Species, Adult
Cats: Lab Project Number: 75122. Unpublished study prepared by Bayer Corporation. 139 p.
{OPPTS 870.7200}) and a kitten study in MRID 47924801 (Madsen, T. (2009) Evaluation of the
General Safety of M880. Project Number: 152/141, S07648, 33714. Unpublished study prepared
by Sinclair Research Center, Inc. 193 p.). The last accepted (September 27, 2010) label indicates
that this product (packaged in tubes containing 0.0078 fl. oz. or 0.23 mL formulation) is for
once-a-month topical treatment for fleas and lice on cats and kittens 8 weeks and older and
weighing under 5 1bs.

COMMENTS AND RECOMMENDATIONS:

1. Inthe cited adult cat study (MRID 45097001) Day -1 weights of the treated (5X) cats ranged
from 5.23 to 10.9 1bs. Cats weighing up to 9 lbs were dosed with 2 mL (5 x 0.4 mL), while
cats weighing more than 9 lbs were dosed with 4.0 mL (5 x 0.8 mL). The cats were treated at
weekly intervals (Days 0, 7, 14 and 21). The statement is made {p. 17 of MRID 45097001)
that: “This resulted in a 20X the monthly use volume applied in a months time.” However,
TRB concludes that this study (by itself) could only be used to set a minimum weight that
would be greater than 5 lbs.

2. The following are excerpts from the executive summary of the review (TXR 5012077; EPA
File Symbol: 11556-RLN, memorandum dated April 15, 2010) of the companion animal
(kitten) safety study in MRID 47924801

In a companion animal safety study (MRID 47924801), 5 groups, each containing 6 males
and 6 females, of domestic shorthair kittens (54-57 days old on Day 0; Day -1 body weights:
males: 0.691-1.012 kg; females: 0.555-0.935 kg; source: Liberty Research, Inc., Waverly,
NY), were topically treated (on Day 0) with (Group 1): mineral oil at a total dose of 1.15 mL;
(Group 2): 3X vehicle substance at a total dose of 0.63 mL; {(Group 3): 5X vehicle substance
at a total dose of 1.05 mL; (Group 4): 3X test substance at a total dose of 0.69 ml; and
(Group 5): 5X dose test substance at a total dose of 1.15 mL. For each group, the total dose
was split into three sub-applications which were administered at approximately 60-minute
intervals. The application site was the skin on the dorsal midline from the base of the skull to
the interscapular region. The dosing was repeated on Day 14.

14



The groups and test materials they received {with amounts applied) are shown in the table

below:
Group Test Material Applied Volume of each application Cumaulsatlve amount applied on
Day 0; also on Day 14
1
Mineral oil ™app=0.35mL; 22 & 3 =04mL L15 mL
2 Vehicle of proposed formulation 3 applications @ 0.21 mL 0.63 mL
{no active ingredients) at 31X
3 Vehicle of proposed formulation 3 applieations @ 0.35 mL 1.05 mL
(no active ingredients) at 5X
4 Proposed formulation 3 applications @ 0.23 ml. .69 mL
{with active ingredients) at 3X
5 Proposed formulation 1Mapp=035mL; 2% & 37 =~ 0.4 mL 115 ml

(with active ingredienis) at Sx

...Body weights were determined on days -7, -3, -1, 1, 15 and 28. Physical examinations
were conducted by a veterinarian on days -7, -3, 1, 15 and 28...

All animals survived to the end of the study...

One Group 5 male (08KPK 1) was lethargic on day 15 (the day following the second dosage).
This was the only reported occurrence of lethargy in the study; also it was the only kitten in
this group with coat effects on day 15; this animal had shown diarthea on day 14 pre-dose
and on day 15. The overall mean food consumption of this animal (49.4 g/day) from week 1
to 4 was lower than values of the other males (range: 52.9 to 69.0 g/day) in this group, and
was particularly low (36.6 g/day) during week 2 (presumably from day 7 through 13, a
period that did not include an application of the test material). According to the report
summary this kitten demonstrated intermittent anorexia (days 11 and 15) resulting in mild
weight loss and transient dehydration and lethargy, with immediate improvements in food
consumption and general condition noted following supplementation of the diet with moist

food.

All kittens gained weight from Day -1 to Day 28. Mean body weight gains of Group 5 (5X
test material) males and females were noticeably lower than those of the other groups in the
period from Day -1 to Day 20 (which included applications on DBays 0 and 14), Group 5
males had a weight gain that was 87% of that for Group 1 males, and Group 5 females had a
value that was 92.6% that of Group 1 females. Group 4 (3X test material) males and females

had values slightly greater than those of their Group 1 counterparts.

It is concluded that the margin of safety in kittens administered a topical application of
the product formulation is at least 3X. Possible effects observed at 5X included
lethargy in one male kitten following the second set of applications, and decreased body
weight gains in both males and females in the period from day -1 to day 20. As neted in
the current 870.7200 Guidelines: “Consideration will be given to products with less
than a 5X margin of safety, depending on the severity of clinical signs of texicity (e.g.
transicnt, non-life-thrcatening signs).”

15




This companion animal safety study in male and female domestic shorthair kittens is
Acceptable/Guideline and does satisfy the guideline reguirement for a companion animal
safety study (OPPTS 870.7200) in 54-57 day (8 week]) kittens.

. From page 8% of MRID 47924801, on Day -1 the individual weights of the male kittens in
Group 4 (3X) ranged from 0.761 to 0.888 kg (1.678-1.958 1b), while the male kittens in
Group 5 (5X) ranged from 0.777 to 1.012 kg (1.713-2.231 1b). The respective means with
standard deviations were [3X] 0.825 £ 0.053 and [5X] 0.863 = 0.090 kg (1.81§+ 0,117 and
1.903 = 0.199 Ibs, respectively). From data on page 90, on Day -1 the individual weights of
the female kittens in Group 4 (3X) ranged from 0.637 to 0.820 kg (1.404 to 1.808 1bs) while
the fermnale kittens in Group 5 (5X) ranged from 0.613 to 1.112 kg (1.351 t0 2.452 1bs). The
respective means with standard deviations were {3X] 0.731 + 0.070 and [$X] 0.772 £ 0.103
kg (1.611 £ 0.153 and 1.703 £ 0.227 1bs, respectively). The mean weight for all kittens in
Group 4 was 0.778 kg (1.715 ibs) and for all kittens in Group 5 was 0.818 kg (1.803 1bs).

. Based on the weights of the treated kiftens in this study, and taking into account that a 3X
(rather than 5X)) margin of safety was established, we can accept 2 lbs as the minimum

weight.

. As noted in the executive summary given above, the ages of the kittens on the day of first
dosing ranged from 54 to 57 days. We can accept 8 weeks as the minimum age,




FAST-TRACK AMENDMENTS - Completeness Screening Checklist

AR Ao
Expert’'s in-Processing Signature: |___ 2.« § 8 . Date PM #:

!

EPA Reg. Number: 0 556 5D EPA Receipt Date: /—-\/\\ /13

Checldist Item

Yes

No

N/A

Application Form (EPA Form 8570-1) - signed?

Y

Confidential Statement of Formula (EPA Form 8570-29} - signed?

Certification with Respect to Citation of Data (EPA Form 8570-34) -
signed?

Formulator’s Exemption Statement {EPA Form 8570-27] - signed?

Data Matrix (EPA Form 8570-35) [Applicable for adding me-too uses]
- signed?

a) Selective Method?

b) Cite-All Method?

¢} Public copy of Matrix provided? See PR Notice 98-5

Is Label included? (5 copies)

a) Electronic Label available?

_ Comments:

17
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April 12,2012

DR. BRUCE MARTIN

BAYER HEALTHCARE LLC

ANIMAL HEALTH DIVISION

PO Box 390

SHAWNEE MISSION, KS 66201-0390

PRODUCT NAME: ADVANTAGE II KITTEN
COMPANY NAME: BAYER HEALTHCARE LLC
OPP IDENTIFICATION NUMBER:

EPA FILE SYMBOL: 11556-150

EPA RECEIPT DATE: 04/11/12

SUBJECT: RECEIPT OF AMENDMENT

DEAR REGISTRANT:

The Office of Pesticide Programs has received your application for an amendment and it

has passed an administrative screen for completeness.

UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
WASHINGTON, D.C. 20460

OFFICE OF
PREVENTION, PESTICIDES AND
TOXIC SURSTANCES

During the initial screen we determined that the application appears to qualify for fast
track review. The package will now be forwarded to the Product Manager for review to

determine its acceptability for fast track status.

If you have any questions, please contact Registration Division, Risk Management Team

1, at (703) 308-8045.

Sincerely,

P tso s

Front End Processing Staff
Information Services Branch

Information Technology & Resources Management Division
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ﬂFee for Service| [915114v~

This package includes the following for Division

© New Registration ©AD

® Amendment °BPPD

*RD

UStudies? U Fee Waiver? Risk M 1
Cvolpay % Reduction: ____ S g

Receipt No. S-| 915114

EPA File Symbol/Reg. No. | 11556-150

Pin-Punch Date: 4/11/2012

Requested:

Granted:

Amount Due: $

This item is NOT subject to FFS action.

' Parent/Child Decisions: |

# Inert Cle d}zre for Intended Use

Reviewer:

@

Uncleared Inert in Product

Date: L“f?ll?/

Remarks:

20




Bayer HealthCare
Animal Healih

Via Federal Express
April 9, 2012

Document Processing Desk (AMEND- Pet Spot-on)
Office of Pesticide Programs (7505P)

U.8. Environmental Protection Agency

Room S-4900, One Potomac Yard

2777 South Crystal Drive

Arlington, VA 22202-4501

Attention: Ms. Venus Eagle/PM 01

Subject: Advantage II Kitten (EPA Reg. No. 11
Advantage II Small Cat (EPA Reg. No. 11556-151)
Advantage II Large Cat (EPA Reg. No. 11556-152)

Dear Ms. Eagle:

Reference is made to the current registrations of the subject products, and
the Agency’s letter to us, dated September 20, 2011 (received October 11,
2011), regarding “Implementation of Label Changes to Pet Spot-on
Products.”

Please find enclosed for the Agency’s review and acceptance respective
applications and revised draft labeling, dated 03/26/2012, for each of the
subject dog spot-on products. Many of the revisions are in response to the
aforementioned EPA “Implementation” letter, but we have also taken the
opportunity in these amendments to make a few minor word and format
changes. However, there have been no revisions of any efficacy claims.

The letter from the Agency requests the submission of “packaging” of these
products. In addition to the enclosed “Master” labels for the products, we
have also enclosed one copy of the printer’s proofs of each element of the
Final Printed Labeling (packaging) for these products.

Since the mandated label revisions outlined in the aforementioned Agency
letter affect afl pet spot-on pet registrations, we encourage the Agency to
issue a PR Notice, or other regulatory document, that will also mandate a
single date of packaging compliance for the entire affected industry as one.
If you have any questions, please do not hesitate to call (913-268-2751).

Engle 040912 Adv I Cat.doc

Bayer HestrEara 4 48
Animal Health
P.Q. Box 380
Shawnea Mission, KS 86201-0380
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Sincerely,

Yy

Douglas A. Spilker. Ph. D.
Manager, EPA Regulatory Affairs
Doug. Spilker@Bayer.com

Entlosures:

1)

Advanatge B Kitten - Application w/ait,

Advantage I Kitten - Draft label, dafed 3/26/12 (3 copics)
Advantage H Kitten - Final printed labeling proofs {1 copy)
Advanntge I Small Cat - Application wiait

Advantage T Smalt Cat - Dradt inbel, duted 3/26/12 (3 copies)
Advantage [ Small Cat - Final printed {abeling proof (1 copy)
Advanaige I Large Caf - Application w/art,

Advaniage Il Large Cat - Draft [abel, dated 3/26/12 (3 copits)
Advantage I Large Cet - Final printed lsbeling proofs (1 copy)
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Plaase road instructions on raverss before compl

Form Approved, OMB No, 2070-0080

United Statas

EPA

Environmental Protection Agency
Washington, DG 20480

[’ Registration
R Amendment
L] Other:

OPP |dentifier Number

Application for Pesticide - Section |

1. Company/Product Number

2. EPA Product Manager

3. Proposed Cilaseification

11556150 VYenus Eagte
4. Company/Product {(Name) PM# Restri
Advantage Il Kltten 1 B nore D estricted

5. Nama and Addeess of Applicant (Include ZEP Cods)
Bayer HealthCare LLC, Animal Health Division
PO Box 360

&. Expedited Review. In accordance with FIFRA Section 3{c){3)
{b)(1}, my product is similar or identical in composition and iabeling
to:

Shawnee Mission, KS 66201 EPA Reg. No.
[ Check r this is a new adcress Product Name
Section - i

Amendmant — Explain below.
Resubmission In response to Agency letter dated
Netification - Explain below.

N

“Me Too" Application
Cther - Explain balow

LS

Final printed iabels in reaponse to Agency letter dated

Explanation:

NON-PRIA ACTION (AMEND — Pet Spot-on). See attached for more detail.
Enclosed for Agency accepiance is revised draft labeling for the subject product, dated 03/26/12. Revisions include those in response to
the EPA “Impfementation of Label Changes to Pet Spot-On Products” document, dated 9/30/11 (Received 10/11/11), and other minor

word and format changes. Finai Printed Labeting for this product is also enciosed.

Section - lli

L2 11]

1._Matsrial This Product Will Be Packaged In: Y-
Child-Resistant Packaging Unit Packaging Water Soiuble Packaging o d = s 29 TY02 of Cantainer
Y“. Yes Y“ : MQ"‘. [} ) : -
O e ] No [ xe I
i Yag" No. par i “Yeu™ No. par . Gladtasete
Unit Packagi A ntal Py , tai
*Certification must nit Packaging wat cantalner askage wgt con mr::i: Pap;r .
be submitted Othgr (Spgcifiy)
3. Location of Net Contents Information 4. Siza(s) Retail Contalner B. Location of Label Dif@adrfs‘ *
Label Container On Label so
l:l On {abaiing smmpsnymgpmdud
8. Manner In Which Labal is Affixed to Product 1. Lathegraph [ Other
] Paper glued
[*] Stenciled
Section - iV

t. Contact Point (Complete items directly below for idantification of individual to ba contacted, if necossary, to procass thig sppiication)

undar applicable faw.

Name Title Telephone No. (Include Area
Douglas A. Spitker, Ph.D, Manzger, EPA Regulalory AfTairs Code)
913-268-2751
Certification 8. Date Application
| cestify that the siatemantsa 1 have mads on this form and all attachments thensto are true, accurate ard complste. Received
acknowledge that any know‘mgly talse or misksading statement may be punishable by fine or imprisonment ar both (Stamped}

A

1

3. Title
Magager, EPA Requlatory Affairs

4. Typed Name
ag A, Spilker%'l.f).
{doug spilker@bayer.com)

5. Date

2P 1o

7 Apt

EPA Form 85701 (Rev. 8-94) Provious editions are obsolste

White- EPA Ftia Copy (original} Yeliow- Applicant Copy
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ATTACHMENT FOR
APPLICATION FOR PESTICIDE REGISTRATION
April 5, 2012

Advantage Il Kitten (EPA Reg. No. 11556-150)

Please find enclosed for the Agency’s review and acceptance revised draft labeling, dated
03/26/12, for the subject product. Many of the revisions are in response to the EPA
“Implementation of Label Changes to Pet Spot-On Products” document, dated 9/30/11
(Received 10/11/11), but we have also taken the opportunity in this amendment to make a
few minor word and format changes. However, there have been no revisions of any
efficacy claims. Also, enclosed is the Final Printed Labeling for this product, as requested
in the aforementioned EPA document.

The proposed changes to the draft labeling are:

Page I: sece
1. Revision of the weight and age restriction statement, with a box mmdlﬁé.&
The minimum weight was determined from the EPA-accep‘led Compsmm-
Animal Safety studies for this product. Yoot e =l
2. Slight revigion of the referral statements. :: E: - : .
Page 2: ... e

3. In the “HAZARDS TO DOMESTIC ANIMALS,” addition of the minimum
weight for the kittens.

4, Addition of “Side Effects” text in a box; basically the “boiler plate” language
specified by the Agency in the aforementioned document, with slight product-
specific modifications, based on the findings in the EPA-accepted Companion
Animal Safety studies for this product, and from accident reports from cases of
properly applied product.

5. Addition of 1-800 numbers for carton.

Page 3:
6. Addition of the minimum weight restriction to bullet #1 of the “HOW TO

APPLY™ section.

Page 1 of 2

Amtendment 04-05-12 Adv I kitten At doc
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Page 4:
7. Incorporation of the required “do not allow your cat to ingest this product™
statement into the language of the bullet #6 of the draft label.

Pages 5-9:
~ No changes.

No other substantive changes have been made to this label, except for those listed above.
Therefore, we hope that these minor changes to the label can be readily accepted by the
Agency for this product, as well as, for the revised label of the other Advantage cat
products — Advantage I Small Cat & Advantage II Large Cat - submitted concurrently
with this application.

I there are any questions regarding these revisions, please contact us immediately
[doug.spilker@bayer.com ; (913)-268-2751].

Page 2 of 2

Amendment 04-05-12 Adv 1] kitter: Att.dac




Bayer HealthCare
Animal Health

Via Federal Express 02/17/2011

Document Processing Desk (Final Printed Labeling)
Office of Pesticide Programs (7504P)

U.S. Environmental Protection Agency

Room S-4904, One Potomac Yard

2777 South Crystal Drive

Arlington, VA 22202-4501

Bayer HeaithCare LLC

Animad Heoith

P.(3. Box 380

Strawnee Mission, KS 662010350

Enclosure:  Application for Pesticide {(other) — Final Printed Labeling (2 copies each)

Advantage 11 Kitten (EPA No. [1556-150) (83000490, R.0)
Advantage 1] Small Cat (EPA No. 11556-151) (04461669, R.0)
Advantage 11 Large Cat {(EPA No. 11556-152} (0461685, R.0)

*
LR L T
(3] 1
. ® ]
» .e
YL Y] *
. .
L] . - -
'YX T T
Teset e *
* .
e e
LJ L]
arter LA
. L]
[T XY .
[ ] »
avrbhoegy
-
> LJ
L XX N

EPAdocfAdy 1 gat Distr 02811 doc
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&
Unitad Statos ﬁsglstraﬁon QFP idantfier Number
Environmental Protaction Agency Amendment
Application for Pesticide - Saction |

1. Companyffroduct Numboer

2. EPA Product Maneger

3. Proposed Classificstion

11556-150 Venus Eagle
4, ComganyiProduct {Namo) Y
{\dvan’tage Ik Kitten 01

Ntm E] Raatrioted

B. Nome snd Addrasa of Applicant finalude 2P Codio)
Bayer HeafthCare LLC, Animal Health Division

&. Expedited Review. In accordance with FIFRA Saction 3(cH3)
{6}Hil, my product iz similar or identics! in composition and labeling

Ewr

[ Lo

P.0. Box 3%0 ta:
Shawnee Mission, K® 66201-0390 |1 EPA Reg. No.
DM”%&###WW Product Name
N o
Section « 1l
D Amendmant - Explain below, Final printed taboie in responsn 1o JUN 2 4 7010
Agency lotter deted
I:] Resubsmioslon In respanas to Agenay lotter dated D *Ma Too” Application.
Notifization - Explein batow, D Gthe - Explain batow.
Expianation: Use sdditionsl pegein} if necessary. {Por { and Seootion #.}
Submission of Final Printed Labeling - No action required.
Contact: doug.spitker@bayer.com
_ Saction -
1. Motsrial This Product Wal Bs Puckaged i
Ctitd-Rovistant Packeging | Unit Packeging Waetor Selubla Peckaging 2. Typo of Container
' Yes" . Yes . Yoz Motel
mLS No No i P
H' 'Yw Ko, per { "Yor® Ho, per X _{ Pepor
;emw must U Pockaging wgr, eomaner | Pockage wgt | container Othar (Spotify}
3. Location of Re! Camtenta Inforrnastion 4, Sirelei Rotull Containgr 6. Losation of Labol Directiono
4-0.23ml tube On Lebot

Gn Lebeling sosompanying preduat

8. Mennor in Wikich Lobal la Atfixed to Produst

L

Section - IV

LEE XL A )

t. Contact Point {Complota flema mwbmwmmm of individuel 1o be contactad, if nevuszary, ta ppocess ¥ m@u&g})

Doug!as A. Spitker, Ph D,

EP& Req. Affairs Manager

N

Toloplone Ner Gneluds Arca Codel
diaddea-275s

Certiflestion

1 carsily that the statemenms | have made on this form and ¢ sitaviwnents thareto sre trus, socurate and complats.
I no&mw%wao that sy knowingly Islne or mislending stotemant may be punichabls by fine ar imprzonmant or

W

enons |8 DatnApphioston
§W
: fétamped)

3. Titla
EPA Reg. Affairs Manager

..l.l‘

Douglas A. Spitker, Ph D,

o %"; 7/;//

EPA Form BHT0-1 (Rév. B-84) Proviouy editions are sbisolets.

Wilts - EPA Fite Copy fotiginall

Yoliow - Appilcsnt Cony
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Once-A-Month Topicat Fiea Prevention and Treatment for Cats ;
For Use ONLY on Cats 8 Weeks and Older )
% For Use ONLY on Cats Welghing Under s [bs. i

READ THE ENTIRE LABEL BEFORE FACH USE.

For the Prevention snd Treatment of Fiea
(nfestations

Kilts aft Reallle stages

Contrals existing fiea Infostations an your
cat and prevents further Infestations

¢ Kills fleas within 1z hours of application

. Convenlent, easy-to-apply toplcat sotutlon

.

.

E fragrance-free

Waterproof

Active ingredients .................... % By Welght
imidactoprid 5.10%
Pytipraxylen 0.46%
Gther (ngredients 80.44%

]btal 100.00%

KEEP OUT OF REACH OF CHILDREN
CAUTION

See back for First Ald and Precautionary
Statements.

DIRECTIONS FOR USE

1t ts & violation of Federal Law to use this
product tna manner inconsistent with It
{zbeltng.

HOW TO OPEN Sdec

4. Belng careful not to cut close to the blister
cavitles, take scissors and cut off one
section of the ¢ard contalning a singte tube,

2. Take the separated sectlon, and cut into the
bllster cavity across the small side, tlose to
the cap of the tube.

2, Peef off the folf, and {ake out the tube.,

4. Repeat steps 1to 3 for eachtube.

HOW TO APPLY

4. Use only on cats and kittens. Do not use on

| otherantmals,

2, Remove one applicator tube from the
package, See “HOW TO OPEN" sectfon,

3. Hold applicator tube In an upsdght position.
Pult cap offtube.

A | A

i, Turn the cap around and place other end of
cap back ontube,

P' Twidst cap to break seal, then remove c2p
from tube.

6. Part the halr on the neck at the bage of the  ™em
skulf unth the skin is visible, Place the tip of meew
the tube onthe skin and squeeze the tube
to expat the entire contents directly on the
skin. Do riot get tvs product In your cot's
eyes or mouth. The product Is bitter tasting
and salivation may oceur for o short tme If -
the vat Heks the product immediately after
treotment Trestment at the base of the i
skutf witf minimize the opportunity for the
¢at to tick the product,

7. Dlscard empty tube as described in Storage
and Disposal.

B. Under normal conditions the product is
effective for a month. However, In ¢ases of
severe fiza infestation, retreatment may be
necessary earier than four weeks. Do not
retreat tore aften than once every fourteen’
{14) days, ARter flea control s attatned, )
retuen to a monthty retreatment schedute. |

ADDITIONAL INFORMATION

The successive feeding activity of fleas on cats
frequentty may eficlt a hypersensitivity skin
disorder known as flea allergy dermatlitis !
{FAL) or flea bite hypersensitivity. Trestment |
of cats with Advantage ({ Kitten rapidiy kills ¢
fleas and reduces the (ncidence of (his .
conditlan.
Advantage | Kitten kills the existing fleason |
cats within 12 hours, Reinfesting fleasare |
kilted within 2 hours with protection against
further flea Infestatton (asting for four {4)
weeks. Pre-gxlsting pupae in the environment
may continie to emergs for six {6) weeks or
lenger depending upon the ciimatic
condltlons.

[ 3 3 . L3
Fleas, eggs and farvae [nthe cat's . :
surroundings are killed following cumactwi!p
an Advantage It Kltten treated cat. ﬁd\mntaged
Khtten provides multl-stage fea control
effaciively breaking all flea tthe-cycle stagh® :' *.
for quick and fasting controf of flea seten
poputatlons,
Bdvantage i Kitten kills adutt Reas quickly, |
within 12 hours, inhibits the devetopment of
immature flza life stages and prevents them
feom reaching the biting adult stage. I

Advantage [t Kitten [s waterproof and remalns
effective following a shampoo treatmentor

!

after exposure to min or suntight, _
Apply monthly treatments for optimat controf |
and prevention of fleas. ‘
JR— —_— e el — s e -J!

- -
SRR
-
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KEEP OLIT OF REACH OF CHILDREN
CAUTION

PRECAUTIONARY STATEMENTS
HAZARDS TO HUMANS: Harmfut If
swatfowed, Causes moderate eye [rritation,
Avold contact with eves or clothing.

wash hands thoroughty with soap and warm
water after handiing. Keep out of reach of
chtidren, Do not contaminate feed or food,

HAZARDS TO DOMESTIC ANIMALS
For externs! uss onty. Do not use on kittens l!M!TED WARRAHTY AﬁD
under B weeks of age, As with any product, LIMITATION OF DAMAGES
gonsult your veterinarian before using this Bayer HealthCare LLC, Anfmal Health Diviston
product on debllitated, aged, pregnant or wamantsthatthis matedat conforms tothe
nursing cats, individual sensitivities, white chemical description on the fabel. TOTHE

rare, may occur after using ANY pasticide EXTENT CONSISTENT WITH APPLICABLE LAW, |
product for cats, BAYER MAKES NO OTHER EXPRESS OR
IF signs persist, or become more severs, [MPLIED WARRANTY, INCLUDING ANY OTHER

constilt & veterinarfan Immediately. Fyourcal  EXPRESS OR IMPLIED WARRANTY OF FITNESS
is on medtcation, consult your veterinarisn OR MERCHANTABILITY, and no agent of Baver

before using this or any other product. Is authorized to do so except In writhhg with a

Jryour cat Is experfencing an adverse even!,  speclfic reference to this waranty. Any i
contact your veterinarian and, catl damages arlsing from a breach ofthls '
#-B00-422-9874. warranty shall be imited to direct damages |

and shalt not Include consequentiof
: commerclal damages such as loss of profits ori
values, efc.

1

| ARSTAID
Swallowed: | Calf a polson control center or doctor immediately for treatment advice.
» Have person sip 2 glass of water ¥ able to swallow, o«
= Donot tnducemiﬂng untess toid to doso by the poisen cortrof center or doctor. tone
L v 2 L
W in Eyes: onotdeyeopen and rinse s%owlyand gentivwit‘h water for 1520 minutes. Remove vt
cmtact Ienses. Hpresent. after the first s mlnuies. then continue ffnsing eye.. eedes .
\ o -
I g , ] : . :.II:.
p Py ey & B [ ]
Have the product conalner or label with you when calling 2 polson controt center or dottor, or P« et
golng for treatment. For medical emergendies call 1-2oa-422-9B7a. For customar questions caft* s P ae .
ﬂ;&@iﬁiﬂzﬁ- ot o .
HOTETO PHYSICIAN «
Tregtthe patlent Teally. bbb
i . .
s SEe et
Manustactured For 80130158 !

Bayer HealthCare LLC, Animat Health Division, Sxo00513/B3000490, RO

RO, Box 350, Shawnes Mission, Kansas 66201 USA  EPA £st. Ho. 1i556-DEU-
Bayer, the Bayer Cross ard Advantageare EPA Reg. o, 11556-150 :
registered trademarks of Bayer ;
© zom0 Bayer HealthCare LI :
Hiags In Germany

Advantage Il potested by the olowing US. . Bayer Health(:are

paterds: 6,232,328 and 6,001858
30
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Once-A-Manth Topical Flea Prevention and Treatment for Cats |
For Use ONLY on Lals 8 Weeks and Older -
: Fot Use OMLY on Cats Welghing Under z Ibs,

H

f i

REAO THE ENTIRE LABEL BEFORE EACK USE,

For the Prevention and Treztment of Flea
tnfestations

Kills all flea life stages

b Controls existing Nea infestations on your

i

cat and prevents furtherinfestations 6. Partthe hair on the neck at the base ofthe wwm
]x Kills leas within 12 hours of appitcation skult untit the skin is visible, Place the tip of =——
« Convenlent, sasy-to-apply toplcal solution the tube on the skin and squeeze the tuba =
t Fragrance-free to expel the entire contents directly onthe | pae
Waterproof skin, Do nof get this product In your cof's  wams
@ (NEredlents ..conrr, %o By Welght  EYES OF routh, The product is bitter tasting  ——
macln:::f By 9;:% and salivation may occur for o short Sme if
pyriproxyfen, 0.46% the cot licks the product inmediately after :
Other INEredIentS.. e §0.44%  C0OIMENL Treatment atthe base ofthe |

Total 160.00% skull will minimize the opportunity for the
; cat to fick the product,

7- Discard empty tube as described In Storage
KEEP OUT OF REACH OF CHILDREN  and Disposal.

i

8. Under normal condlitions the product [s
CAUT'ON effectiva for a month, However, In cases of
See back for First Ald and Precautionary severe fea Infestation, retreatment may be
Statemants, necessary eariter than four weeks. Do not

retreat more often than once every fourteen’

DIRECTIONS FOR USE (14 days, After Fiea control Is attained,
it Is a vislatlon of Federal Law to use this return to a montldy retreatment schedute.
product In a manmer [nconststent with its
iabeling. ADDITIONAL INFORMATION

The successive feeding activity of fleas on cots
HOW TO OPEN 8": frequently may eflclt 3 hypersensitivity skdn |
1. Being careful not to cut closetothe blister  gisorder known as flea allergy dermatitls I
. tavitles, take scissors and cut off one {FAD) or flea blte hypersensitivity. Treatment

¢ sectlon of the card comtalning a single tube. o eats with Advantage I Kitten rapidly kills |
2.Take the separated section, and cut Intothe  poap and reduces the Incidence of this
blister cavity across the smali side, close to  onanrion.

the cap ofthe tube. g
3, Peel off the foil, and take out the tube, Advantage lf Kliten idlls the existing fleas on
2 Repeat steps sto 3 for each tube cats within 12 hours. Relnfesting fleasare |

i ) kille withir 2 hours with protection against

HOW TO APPLY further flea Infestation lasting for four () | LI
1. Use only on cats and Kittens, Do not use on  Wweeks, Pre-existing pupae In the enviranmest . eves
otlser ankmals. may continue to emerge for six (6) weeksor | se o
2. Remove one wpﬁcatOr tube fromthe [mf deﬂ@ﬂd[ﬂg upon the climatlc : .
paﬁkag& See “HOW TD OPEN" section. conditions. TYTIL) .
3. Hold applicator tube [n an upright position.  Fleas, eggs and Larvae In the cat's ' v »
Pull cap off tube. surroundings are kifted following contact yithe . Hadh
an Advantage it Kitten treated cat. Advantage¥, . e
\@ Kitten provides multl-stage fleacontrol tee's!
$ $ affectively breaking all flaa life-cycle stages . .
for quick and lasting controf of flea . o
populations. i secese
Advantage [ Kitten k(i[5 adult feas quickly,
* :‘:;ﬂ;:;c:ﬂp ti‘::nd and place other end of withln 12 hours, Inhibits the development of E- cece
. immature fiza [ife stages and prevenis them
5. g;t:?bz to break seal, then remove cap from reaching the biting adult stage.,
Advantage [ Xltten [s waterproof and remalns
effective following 2 shampoo treatmentor |
after exposure to min or sunlight, _
Apply monthly treatments for optimat contral |
and preventlon of fleas,
o — Ju— Ju— J— J— J— - i — . PP — e J— ord




KEEP OUT OF REACH OF CHILDREN
CAUTION

PRECAUTIONARY STATEMENTS
HAZARDS TO HUMANS: Harmful Iif
swallowed, Causes moderate eye Irritation,
Awold contact with eyes orclothing,

Wash hands thoroughly with soap and warm
vatler after handling, Keep out of reach of
chitdren. Do not contaminate feed or food.

HAZARDS TO DOMESTIC ARIMALS
For axternal use only, Do not use on kittens
under 8 weeks of age, As with any product,
consult your veterinarian before sing this
product on debilitated, aged, pregnant or
nursing cats, Indiddual sengithvitles, white
fare, may occur after using ANY pesticide
product for cats,

1F signs persist, or become more severe,
conzult a velerinasian Immediately. tfvour cat
ts on medication, consult your veterinarian
before gsing this or any other preducs.

¥ your cal 1s experiencing an adverse event,
contact your veterinarian ang, cal
1-800-422-9874.

LIMITED WARRANTY AND

LIMITATION OF DAMAGES

Bayer HealihCare LLC, Antmat Health Divislon !
warrants that this materdal conforms to the
chemical dascription onthe [abel. TOTHE
EXTENT CONSISTENT WITH APPLICABLE LAW, ¢
RAYER MAKES NO OTHER EXPRESS OR ,
iMPLIED WARRANTY, INCLUD NG AHY OTHER !
EXPRESS OR IMPLIED WARRANTY OF FITNESS
OR MERCHANTABILITY, and no zgent of Bayer
is authorized to do 50 except tn writing with a
spectfc reference to this warranty. Any i
damages arlsing from a breach of this
warranty shall be limited to direct damages j
and shall not Inchede consequential
cammerclal damages such as loss of profits ME
values, ¢tc,

1]

If Swattowed:

* Call a poisen control center or doctor immediately for treatment advice,
* Have person sip a glass of water if able to swaliow,
* Do ot induce vemmag unless toki to do so by the poisen contrel center or doctor.

Atving to an ptelons po
* Hold eye upen and nnse skwt!y and zenttywit‘h water For 1520 minutes, Remove

H In Eyes:
mnmt!mses lfpresem.aﬂer the first 5 mlnum then continue rinslngeye seepes
If kin ;L L Asll s e
E R ] .o
Have 1he praduct contalner or [abelwith you when calling a polson conirol center or doctor, or v
going for treatment, For medical emergencles call 1-8oo-422-9874. For custemer questions caff* * . : : e
B2 R . . L]
AN
Manufactured For Bogzotgd
Bayer HealthCare LLC, Animal Health Division, Byo000512/83000494, R0
P.0. Box 390, Shawnes Mission, Kansas 66201 USA  EPA Est. Mo, 11556-DEUA ;
8ayer, (he Bayer Cross and Advantage are EPA Reg, No. 11556-150 :
regizieted tademariks of Bayer :
© 2010 Bayer HealthCare Li£ !
Mode in Germany

Advartage 11s protected by the followdng U.5.
patents: 6,732,328 and 6001858

Bayer HealthCare
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Bayer HealthCare
Animal Health

June 01, 2011

Document Processing Desk

Office of Pesticide Programs (7504P) — NonPR1A
.S, Environmental Protection Agency

Room $-4900, One Potomac Yard

2777 South Crystal Drive

Arhngton, VA 22202-4501

Attention: Ms. Venus Eagle/PMO1

Subject: Advantage 11 Kitten (EPA Reg. No. 11556-150)
Advantage II Small Cat (EPA Reg. No. 11556-151)
Advantage Il Large Cat (EPA Reg. No. 11556-152)
Advantage 11 Small Dog (EPA Reg. No. 11556-128)
Advantage II Medium Dog (EPA Reg. No. 11556-125)
Advantage II Large Dog (EPA Reg. No. 11556-127)
Advantage 11 Extra Large Dog (EPA Reg. No. 11556-130)

Bayer HealthCare LLC, Animal Health Division received notice from the
Agency for the conditional registration requirement of enhanced quarterly
incident reporting for Advantage 11 Dog and Cat registrations on April 29,
2010 and June 24, 2010 respectively. This enhanced reporting was to begin
with the quarter starting January 01, 2011. In compliance with this request,
Bayer is providing the following listing of incident reports along with tables
of additional analysis as requested in the Agency’s letters of April 29, 2010
and June 24, 2010. In addition, Bayer’s letters to the Agency regarding
notification of first shipment dated December 09, 2010 are attached for
reference.

This submission includes the following tables covering incident reporting
from January 01, 2011 through March 31, 2011:

Summary Table (multiple pages due to length)
Breed Summary

Age Range Summary

Clinical Signs Summary

Organ System Summary

Patient Weight Range Summary

Product Weight Range Summary

Bayer HealthCare £ LC
Animal Health

RO, Box 380

Shawnee Mission, KS 66201
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Bayer HealthCare
Animal Health

Page 2 of 3

Route of Exposure Summary
Secondary Exposure Summary

Due to the length of some of the tables and to provide the Agency the ability
to sort, this data is being provided clectronically on a CD. The data was
extracted from Bayer’s pharmacovigilance data base (P.V. Works).

Deaths

Deaths were reported in two (2) felines that had previously received
treatment with Advantage 1I during the period of review. Specifics are as
follows:

2011-US0006708

An unspecified Advantage II product (unknown if for Dogs or Cats and
unknown dose} was applied to a 6 year old male cat of unknown weight and
breed. An undetermined time post-application, the cat made a low,
grumbling sound, his body went limp, and he wasn't moving. The owner
took the cat to a veterinarian who was unable to resuscitate the cat. No
necropsy examination was performed.

Assessmen!:

Death would not be expected with topical use of the product. With no
necropsy being performed it is impossible to verify cause of death and any
involvement the product may have had. The product was applied to other
cats in the household at the same time without consequence. The attending
veterinarian suspects cardiac arrest of unknown reason and the veterinarian
did not believe the event was product-related.

2011-US0007111

On 25 Mar 2011 Advantage I Large Cat was applied to Corduroy an 11
pound, 10 year old, neutered male, Domnestic Shorthair per labeled
directions. At the same time Advantage 11 was applied a Capstar was given
per the direction of the vet. Capstar and Advantage 1] were administered to
Corduroy due to a massive flea infestation that was causing severe anemia.
At an unspecified time after application Corduroy became anorexic,
wouldn't drink, was lethargic and ended up passing away on 27 Mar 2011.
Assessment.

Bayer HealthCare ULC
Animal Heafth

PO, Box 380

Shawnee Mission, KS 66201
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Bayer HealthCare
Animal Health

Page 30f 3

Symptoms leading to death would not be expected with the topically acting
product. The patient also had severe anemia which needs to be considered.
With out a necropsy being performed it is impossible to verify the cause of
death and any involvement the product may have had. What role, if any, the
concomitant medications played in this case cannot be determined as well.
The owner noted she did not believe that the product played a role in the
patient's death.

We believe this summary of data meets the requested information in the
Agency’s requirements for enhanced reporting as outlined in its January 19,
2011 communication to Bayer.

A report with the confidential sales information and additional analysis of
incident rates based on doses sold is being sent to the Registration Division,
Immediate Office (attn, Ms. Kimberly Nesci).

If there are any questions regarding this submission, please contact me by
phone at 913.268.2573 or by e-mail at gary.bruinley@dbayer.com.

Gty Brumley

Senior Consultant
Regulatory Affairs

Bayer HealthCare LLC
Arimat Health

PO. Box 380

Shawnee Mission, KS 66201
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Bayer HealthCare
Animal Health

Via Federol Express - Express Saver

December 9, 2010

Document Processing Desk

Office of Pesticide Programs (7504P) — NonPRIA
1.8, Environmental Protection Agency

Room $-4900, One Potomac Yard

2777 South Crystal Drive

Aslington, VA 22202-4501

Aftention: Ms. Venus Eagle/PM 0]

Subject:
Advantage 11 Kitten (EPA Reg. No. 11556-150)
Advantage Il Small Cat (EPA Reg. No. 11556-151)
Advamtage I Large Cat (EPA Reg. No. 11556-152)
Dear Ms. Eagle:

Reference is made to the current registrations of the subject products, One
of the conditions of acceptance of the subject registrations is that “{We]
must provide the Agency with a projected release for shipment at least 30
days in advance.”

Therefore, we are hereby notifying the Agency that our first
anticipated shipment of product will be on or after January 17, 2011.

H you have any questions, please do not hesitate to call (913-268-2751).

Sincerel

Douglas Spllker Ph.
Manager, EPA Regulalory Affairs

Ce: K. Davis (EPA) — email

o LLO

M Lnmbiin ™
Argwevg Haslth
£.0. Box 380
Shawnao Misgon, KS 868201-0380




Material to be added to an e-Jacket/Jacket

Reg. No. “Sg(o "IQO Decision # L[L{O }7:7
Description: A D MM . ]H % '“ !

1. P!acerywithin the e-Jacket/jacket:

Default: (chronological, top = newest)

L1 File Location: (eg. "before page 45 in .pdf")

2. E/Send to Data Extraction contractors this material:
L] Newly stamped accepted label
E/\INotiﬁcation
[l New CSF
L1 Other:

3. Attach this coversheet to the top of the material or jacket. it must be well
organized and clipped together, NOT STAPLED. Then give the material with
this coversheet to staff in the Information Services Center (Room $-4800).

Reviewer: WUMM Division: RD

Phone: 703“’%‘*{’7"’0\66 Date: q/Z'—})!O

Created September 27, 2010
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
WASHINGTORN, DLC. 20460

CFFICECF
FREVENTION, PESTICIDES AND
TOXIC SUBSTANCES

Mary McKinney Hunt

Bayer HealthCare LLC SEP 2
Anima} Health Division

PO Box 390

Shawnee Mission, KS 66201

<2010

Subject: Notification of the addition of the EPA Registration Number and the optional text
[Sample-not for (re)sale] for Advantage II Kitten (EPA Reg. # 11556-150)

Dear Ms. McKinney Hunt:

The Agency is in receipt of your Application for Pesticide Notification under Pesticide
Registration Notice (PRN) 98-10 dated 9/15/2010 for the product Advantage I Kitten (EPA Reg.
# 11556-150). The Registration Division (RD) has conducted a review of this request for its
applicability under PRN 98-10 and finds that the action(s) requested fall within the scope of PRN
98-10. The Confidential Statement of Formula (CSF) and/or label submitted with the application
has (have) been stamped “Notification” and will be placed in our records.

If you have any questions, please call me directly at 703-347-0156 or
urbanski jennifer@epa.gov.

Sincerely,

MM Uit

Jennifer Urbanski
Registration Division (7505P}
Office of Pesticide Programs
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+

Form Asproved, OMB No. 2070-0060

Plagsa read mstrwﬁms on rgverse bafore oo form.
Py United States {1 Registration
e EPA Environmental Protection Agency 1 Amendment

Washington, DC 20460

Other:

OPP tdentifier Number

Application for Pesticide - Section |

1. Company/Product Number

2. EPA Product Managef

3. Proposed Classification

11556-156 Venus Eaple
4. Company/Product {Name} PME 5 No
Advaniage Il Kitten 01/Team i ne [ ] Resticted

5. Name and Address of Applicant (inciude ZIP Coos)
Bayer HealthCare LLC, Animal Health Division

6 Expedited Review. in accordance with FiFRA Section 3{c)(3)
{b}{N), my product is simiiar or identical in compaosition and labaiing
o

PO Box 390
Shawnee Mission, KS 66201 EPA Reg. No.
D Check if this (5 a new address Product Name
Section-

D Amendment — Explain below.

[:] Resubmission in respensa to Agency letior dated

L] notitication - Explair beiow.

E *tde Too® Application
(] other - Explain bsiow

Explanation: Use additionai page(s) if necessary. {For Section i and Section 1)

NON PRIA ACTION. Please see attached for more detail.

Enclosed for Agency acceptance is a draft Iabel for Advantage II Kitten (EPA Reg. No. 11556-150). The proposed revisions are the addition

of the EPA Reg. No. and added the optional text: [Sample-not for (re)sale] for package sizes (SKUs).

Finaf printed labats In response to Agency fetter dated

SEP 27 200

Section - 1N
1. Matanial This Proguet Will Be Packaged In:
Child-Resistant Packaging init Packaging Watar Soluble Packagling 2. Type ol Container
(] ves 1 Yes (] ves Metal
[ Mo [] No M [] pastic
if “Yag* No. per If “Yes® Mo, par D Glass

. Unit Packagi . container Packe . containgr

Certification must ging vt g wt ] paper

be submitted [ omer (Spscity)

3, Location of Net Contenits Information

4. Sire(s} Retail Container

5. Location of Label Directions
] onvabet

[:] Labal Containar
. D On labating accompanying product
8. Mannar in Which Labet is Affixad to Product L Lithograph £ Other
[] Paper gluad
'] Stencitad
Section - IV

1. Contact Point {Comploto itemns dirseily balow for identiffication of intividual fo be vontacted, if nacessary, 1o process this application}

Telephone No. (Inglge Atea

Name Titie
Mary M. Hunt Pestlcide Reglstrations Maneger Coda) .
. 013288311
Certification ° 'E'g; Date AffhRation
i cartity that the statemants [ have made on this Jorm and all astachments thoreto are trua, accurate and complata, |* e Heceivet|
acknovdedus that any knowingdy falce or misleading statement may bs punishabla by fing or iImprisonment orboth  ecleee, Stargped)
undler epplicaile faw. N 1
2. Signat 3. Title . b L s,
‘_/M m M Pesticide Regisirations Manager * E' . s o
- Atk . 3
4. Typed Name 1 5. Date b .
MHI}'M.Hﬁﬂt q‘_ Ig“aO‘O :..l.l

EPA Form 8570-1 (Rav. §-24) Previous editlens are cbsolete

White- EPA Fite Copy (original} Valloy; Rpplicant Copy
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EPA Form 8570-1, Page 2 of 2

Bayer Health Care, Animal
Advantage 11 Kitten
EPA Reg. No. 11556-150
September 15, 2010

Divisien

Section il Expianation
Enclosed for Agency acceptance is a draft label for Advantage 11 Kitten, EPA Reg. No. 11556-150.

The proposed revislons are the addition of the EPA regiatration number and the optional text, [Sampie-not
for (re)saie] to all package sizes (SKUa).

This notification is consistent with the provisions of PR Notice 98-10 and EPA regulations at 40 CFR
152.46 and no otker changes have been made to the labeling or the confidential statement of formula of
this product, Bayer understands that it is a vielation of 18 U.5.C. Sec. 1001 to willfully make any fulse
statement to EPA. Bayer further understands that if this notification is not consistent with the terms of
PR Notice 98-10 and 40 CFR 152.46, this product may be in violation of FIFRA and Bayer may be subject

to enforcement action and penalties under sections 12 and 14 of FIFRA.

»
LT )
-
: ...
LTI L]
: HE LT T
.
» : b
Tl apy s
&
- H .Ooaco
& -
v LT Y
e » .y ]
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n PRIA Action

Bayer HealthCare
Animal Health

September 15, 2010

Document Processing Desk (NOTIF)
Office of Pesticide Programs (7504P)
U.S. Environmental Protection Agency
Room $-4900, One Potomac Yard
2777 South Crystal Drive

Arlington, VA 22202-4501

Attention: Ms. Venus Eagle, Team 1

SUBJECT: Notification of Label Revision to
Advantage II Kitten, EPA Reg. No. 11556-150
Advantage Il Small Cat, EPA Reg. No. 11556-151
Advantage II Large Cat, EPA Reg. No. 11556-152

Bayer HoalthCare LLO
Animat Health

Dear Ms. Eagle: PO. Sox 390
Shawnee Mission, KS 66201-03490

Pleasc find enclosed for the Agency’s review and acceptance, a Notification
{EPA Form 8570-1 and attachment) and draft label dated September 15, 2010
for each suhject product.

The proposed revisions are the addition of the EPA Registration Number and
the addition of optional text, {Sample-not for (re)sale], to all package sizes
(8K Us).

Thank you for your assistance with this notification process, and please contact
me at 913-268-2311 or mary.hunt b@hayer.com if you have any questions or
need further information.

Respectfully,

BAYER HEALTHCARE LLC
ANIMAL HEALTH DIVISION

A My Mt o

Mary McKinney Hunt R .

Pesticides Regulatory Manager cesees E...:.

Encl: (3) 8570-1 Application for Pesticide Notification ...:: Yes" o
(3) Attachment to Application for Pesticide Notification il .
(3) Draft Label (3 ¢c each) : cesr
(3) Highlighted Label (1 cc each) vese
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NOTE TO REVIEWER: [(Brackets and parentheses indicate alternate language)]

Advantage® II Kitten
Once-A-Month Topical Flea Prevention and Treatment for Cats
For Use ONLY on Cats 8 Weeks and Older
For Use ONLY on Cats Weighing Under 5 Ibs.
READ THE ENTIRE LABEL BEFORE EACH USE

For the Prevention and Treatment of Flea Infestations

[Selected optional claims bulleted here from page 6 and/or 7}

-
L]
® NOTlFlCATION
»
. SEP 2 7 2000
-
L
L]
»
%
Active Ingredients By Weight
Imidacloprid . . .o ..o i i i e e e, 9.10%
PYHprOXYIen. . ..o i e e e 0.46%
Other Ingredients . ... ...ttt it iiie ittt tianaanantneans 90.44%
-1 R U 100.00%
EPA Reg No. EPA Est. No. 11556-DEU-1  «%s
KEEP OUT OF REACH OF CHILDREN " )
CAUTION R
[See back panel for First Aid.] .: t .
[For Directions For Use, and Storage and Disposal (insiructions), .
see supplemental labeling inside.] ..

Advantage 1 Kitten h hightighted Doc Page 1 of 8
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"Reason To Issue: A EPA Reg. No. and optional text Date: 09/15/10

PRECAUTIONARY STATEMENTS

HAZARDS TO HUMANS: Harmful if swallowed. Causes moderate eye irritation. Avoid
contact with eyes or clothing. Wash hands thoroughly with soap and warm water after
handling. Keep out of reach of children. Do not contaminate feed or food.

HAZARDS TO DOMESTIC ANIMALS -

For external use only. Do not use on kittens under 8 weeks of age. As with any product,
consult your veterinarian before using this product on debilitated, aged, pregnant or nursing
cats. Individual sensitivities, while rare, may occur after using ANY pesticide product for
cats. If signs persist, or become more severe, consttlt a veterinarian immediately. If your cat
is on medication, consult your veterinarian before using this or any other product.

If your cat is experiencing an adverse event, contact your veterinarian and, call 1-800-422-
9874.

FIRST AID

If Swallowed: e (Call a poison control center or doctor immediately for
treatment advice.

+ Have person sip a glass of water if able to swallow,

» Do not induce vomiting unless told to do so by the poison
control center or doctor.

e Do not give anything to an Unconscious person.

If In Eyes: » Hold eye open and rinse slowly and gently with water for 15-
20 minutes. Remove contact lenses, if present, after the first 5
minutes, then continue rinsing eye.

« Call a poison control center or doctor for treatment advice.

If On Skin » Wash with plenty of soap and water.

HOT LINE NUMBER

Have the product container or label with you when calling a poison control center or dactor,
or going for treatment. For medical emergencies call 1-800-422-9874. For customer
questions call 1-800-255-6826.

NOTE TQ PHYSICIAN

Treat the patient symptomatically.

DIRECTIONS FOR USE

It is a violation of Federal Law to use this product in a manner inconsistent with its labeling.

Advantage 11 Kinten h highlighted Doc Page 2 of 8
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HOW TO OPEN

1.

Being careful not to cut close to the blister cavities, take scissors and cut off one
section of the card containing a single tube.

Take the separated section, and cut into the blister cavity across the small side, close
to the cap of the tube,

Peel off the foil, and take out the tube.

Repeat steps 1 to 3 for each tube.

<

HOW TO APPLY

L

Use only on cats and kittens. Do not use on other animals,

2. Remove one applicator tube from the package. See “HOW TO OPEN” section.
3. Hold applicator tube in an upright position. Pull cap off tube.
[Visuals Depicting How to Open Applicator Tube]
4. Turn the cap around and place other end of cap back on tube.
5. Twist cap to break seal, then remove cap from tube.
[Visuals Depicting Application to Animal]

6. Part the hair on the neck at the base of the skull until the skin is visible. Place the tip
of the tube on the skin and squecze the tube to cxpel the entire contents directly on
the skin. Do not get this product in your cat’s eyes or mouth. The product is bitter
tasting and salivation may occur for a short time if the cat licks the product
immediately after treatment. Treatment at the base of the skull will minimize the
opportunity for the cat to lick the product.

7. Discard empty tube as described in Storage and Disposal.

8. Under normal conditions the product is effective for a month, However, in case of
severe flea infestation, retreatment may be necessary earlier than four weeks, Do not
retreat more often than once every 14 days. After flea control is attained, returntoa
monthly retreatment schedule.

Advantage II Kitten b highlighted.Doc Page3 of 8
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"Reason To Issue:  Adéd EPA Reg. No. and optional text Date: 09/15/10

ADDITIONAL INFORMATION

The successive feeding activity of fleas on cats may elicit a hypersensitivity skin disorder
known as flea allergy dermatitis (FAD) or flea bite hypersensitivity. Treatment of cats with
Advantage® II Kitten kills fleas and may reduce the incidence of this condition.

Advantage® I] Kitten kills the existing fleas on cats within 12 hours. Reinfesting fleas are
killed within 2 hours with protection against further flea infestation lasting for up to four
(4) weeks. Pre-existing pupae in the environment may continue to emerge for six (6) weeks
or longer depending upon the climatic conditions.

Fleas, eggs and larvae in the cat’s surroundings are kifled following contact with an
Advantage® II Kitten treated cat. Advantage® II Kitten provides multi-stage flea control
effectively breaking all flea life-cycle stages for lasting control of flea populations.

Advantage® II Kitten kills adult fleas quickly, within 12 hours, inhibits the development of
immature flea life stages and prevents them from reaching the biting adult stage.

Advantage® 11 Kitten is waterproof and remains effective following a shampoo treatment or
after exposure to rain or sunlight.

Apply monthly treatments for optimal control and prevention of fleas.

STORAGE AND DISPOSAL
Do not contaminate water, food or feed by storage or disposal.

Pesticide Storage: Store in a cool, dry place.

Pesticide Disposal and Container Handling: Nonrefillable container. If Empty: Do not
reuse this container. Place in trash or offer for recycling if available. If partly filled: Call
your local solid waste agency or 1-800-422-9874 for disposal instructions. Never place
unused product down any indoot or outdoor drain.

Advantage 11 Kitten h highlighted.Doc Page 4 of 8
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LIMITED WARRANTY AND LIMITATION OF DAMAGES

Bayer HealthCare LLC, Animal Health Division warrants that this material conforms to the
chemical description on the label. TO THE EXTENT CONSISTENT WITH
APPLICABLE LAW, BAYER MAKES NO OTHER EXPRESS OR IMPLIED
WARRANTY, INCLUDING ANY OTHER EXPRESS OR IMPLIED WARRANTY OF
FITNESS OR MERCHANTABILITY, and no agent of Bayer is authorized to do so except in
writing with a specific reference to this warranty. Any damages arising from a breach of this
warranty shall be limited to direct damages and shall not include consequential commercial
darmages such as loss of profits or values, ete.

Net Contents: XX Tube(s) - each 6.0078 fl. oz. (0.23 mL)

Manufactured For

Bayer HealthCare LLC
Animal Health Division
P.O. Box 390
Shawnee Mission, Kansas 66201 USA

Made in Germany

Advantage H Kitten h highlighted. Doc Page 5 of 8
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Date: 09/15/10

" Reason To Issue:  AGGR EPA Reg. No. and optional text

NOTE TO REVIEWER: [(Brackets and parentheses indicate alternate language)]

OPTIONAL MARKETING CLAIMS

For use on cats and kittens 8 weeks of age and older

Advantage Il contains [imidacloprid], [and an/the] [insect growth regulator] [IGR]
[pyriproxyfen]

A single topical application remains effective for up to [4 weeks] [a month]
Convenient, easy to apply topical solution

Convenient, easy to apply and fragrance free [monthly] [topical solution]

Once a month topicat flea prevention and {reatment for cats 8 weeks of age or
older
¢ Advantage Il is indicated for the prevention and treatment of fleas on cats 8 weeks

of age and older

o For the prevention and treatment of flea infestations
One treatment prevents further flea infestations for up to [4 weeks] {a month]
Kills fleas on cats within [12] hours and continues to prevent infestations for up to
[four weeks] fa month]

Kills fleas before they lay eggs

Larval flea stages in the cat’s environment are killed following contact with an
Advantage II treated cat

Kills larval stages of fleas following contact with an Advantage II treated cat
Kills fleas within [12] hours of application

Stops existing flea infestations by killing adult fleas
Prevents reinfestations by killing adult fleas before they lay eggs
Reinfesting fleas are killed within 2 hours with protection against forther flea
infestation

[Prevents] [Stops] flea eggs from hatching [into biting adults]

Effectively breaks the flea life cycle

[Kills] [Controls] all flea life stages

Comprehensive flea prevention and treatment

3-way flea protection ([killsJ{controls]) adults, larvae, and eggs

[Prevents] [Stops] flea eggs from developing into [(biting} (adult)] fleas
Treatment with Advantage I kills fleas and may reduce the incidence of flea
allergic dermatitis [FAD] or flea bite hypersensitivity
Flea adulticide, larvicide, and ovicide

Kills flea eggs

Controls flea problems

Provides flea protection

Controls existing fleas and flea eggs plus [and] [prevents] future flea infestations
Advantage I may be used year-round for flea [prevention]fprotection]

2 ©
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Advantage H Kitten k hightighted Doc Page 6 of 8
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o (Contains an insect growth regulator (IGR) to kill flea eggs and prevent re-
infestation

e Monthly use of Advantage Il kills fleas and may prevent ([flea allergy

dermatitisj[flea bite hypersensitivity])

Controls existing flea infestations on your cat and prevents further infestations

Remains effective after bathing

Remains effective following shampooing

Waterproof

Remains effective after exposure to rain or sunlight

Fragrance free

In child-resistant packaging

Starts working through contact

4 & & & & 0 * »

Advantage I Kitten h highlighted Doc Page 7of 8
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" " ReasonTolssue:  Adei8 EPA Reg. No. and optional text qyate: 09/15/10

{Label on Individual Tube)
Advantage® II Kitten
9.10% Imidacloprid

0.46% Pyriproxyfen

0.0078 1. 0z. (0.23 mL)

EPA Reg. No.

Keep Out of Reach of Children
CAUTION

Read The Entire Label Before Use

BAYER

Lot No. 6000000

Advantage T Kitten b highlighted.Doc Page 8 of 8
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Material to be added to an e-Jacket/Jacket

Reg.No. M\SCLL-\1\SO Decision# _H42N 20\

Description:

ACAPESRYA Q;gt;\“ NS =N g

1.  Placement within the e-Jacket/jacket:

[J Default: (chronological, top = newest)

[J File Location: (eg. “before page 45 in .pdf”)

2. Send to Data Extraction contractors this material:
B/ﬁé;ly stamped accepted label
[J Notification
[J New CSF
[J Other:

3. Attach this coversheet to the top of the material or jacket. It must be well
organized and clipped together, NOT STAPLED. Then give the material with
this coversheet {o staff in the Information Services Center (Room $S-4900).

Reviewer: XC@ = Division: RD

Phone: 206~ oW (T Date: ( ~2u—\g

Created June 24, 2010

53



Material to be added to an e-Jacet/Jacket

Reg. No. W6\ <o Decision# H 37 0

Description:
nels CSH

1. Placement within the e-Jacket/jacket:

[0 Default: (chronological, top = newest)

[J Fite Location: (eg. “before page 45 in .pdf")

2. Mto Data Extraction contractors this material:
[] Newly starhped accepted label
[I Notification
New CSF
[J Other:

3. Attach this coversheet to the top of the material or jacket. it must be weil
organized and clipped together, NOT STAPLED. Then give the material with
this coversheet to staff in the information Services Center (Room S-4900).

Reviewer: ﬂ'&» Division: RD

Phone: 30 (o — o (¢ Date: - ¢ —|a

Created July 16, 2010

54




UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
WASHINGTON, D.C. 20460

OFFICE OF
PREVENTION, PESTICIDES
AND TOXIC SUBSTANCES

Dr. Doug Sgilker
Bayer HealthCare LLC
P.O. Box 380

Shawnee Mission, KS 86201
JUL 30 xm

Dear Dr. Spilker:

Subject: Revised Basic Confidential Statements of Formuia
Advantage !l Kitten (EPA Reg. No. 11556-150)
Advantage I} Smali Cat (EPA Reg. No, 11556-151)
Advantage il Large Cat (EPA Reg. No. 115856-152)
Submission Date: July 22, 2010

The Agency has reviewed your submission for revised Confidential Statements of
Formula, and the following comment applies:

The Confidential Statements of Formula dated July 20, 2010 for the basic formulations
agree with the Jabe! claim in compliance with PR Notice 91-2 and are acceptable.

The Confidential Statements of Formula have been added to your file as part of the record and
will replace the previously accepted basic Confidential Statements of Formula dated
November 20, 2008, If you have any questions concermning this letter, please contact Kable Bo

Davis at (703) 308-0415 or davis.kable@epa gov.

Sincerely yours,

AR T

Venus Eagle :af
Product Manager (01)
Insecticide-Rodenticide Branch
Registration Division (7505P)

55




Bayer HealthCare
Animal Health

Via Federal Express

July 22, 2010

Office of Pesticide Programs (7504P) - Amendments/NonPRIA
U.S. Environmental Protection Agency

Room $-4900, One Potomac Yard

2777 South Crystal Drive

Arlington, VA 22202-4501

Attention: Ms. Venus Eagle/PM 01

Subject: Advantage II Kitten (EPA Reg. No. 11556-150)
Advantage Il Small Cat (EPA Reg. No. 11556-151)
Advantage IT Large Cat (EPA Reg. No. 11556-152)

Dear Ms. Eagle:

Enclosed please find applications for the revision of the Confidential
Statements of Formula for the subject products, All of the revisions are
identical for all three products, so we would appreciate it if all three
actions be assigned to the same reviewer. Furthcrmore, the formula
revisions are identical to those recently accepted by the Agency far:

Advantage I Small Dog (EPA Reg. No. 11556-128)
Advantage Il Medium Dog (EPA Reg. No. 11556-125)
Advantage I Large Dog (EPA Reg. No. 11556-127)
Advantage Il Extra Large Dog (EPA Reg. No. 11556-130)

Although these are amendments, there are no data to review, and we hope
that thesc could be expedited during the review and acceptance process,

If you have any questions, please do not hesitate to call (913-268-2751).
Douglas A. Spilker. Ph. D.

Manager, EPA Regulatory Affairs
Done. Spilker.b@ Baver.com

Sincerely,

Linclosures: 3 Applicaions for Amendment, dated 07/22/ 16

Eagle 072210 cover leter.doc

Bayer HealthCare LLC

Arirnal Health

P.O. Box 380

Shawnee Mission, KS 66201-0320
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Via Federal Express

July 22, 2010

Document Processing Desk

{(Amend ~ Non-PRIA Action)

Office of Pesticide Programs (7504P)
U.S. Environmental Protection Agency
Room 8-4900, One Potomac Yard
2777 South Crystal Drive

Arlington, VA 22202-4501

Attention: Ms. Venus Eagle, PM Team 01
Registration Division

Advantage Il Kitten (EPA Reg. 11556-150)
a. Form 8570-1 Application for Amendment

b. Attachment to Application (1 page)
c. Confidential Statement of Formula, dated 07/20/10 (2 copics)

d. Confidential Statement of Formula, dated 11/20/09 (Supersedes) —
Original Product Name Advantage IGR 5

Ezagle Adv T Kitten Amend CSF 072210.doc
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*Inert ingredient information may be entitled to confidential treatment*

ATTACHMENT FOR OPP
APPLICATION FOR PESTICIDE AMENDMENT
Page 1of1

Advantage II Kitten, EPA Reg. No. 11556-150
July 20, 2010

Enclosed for Agency acceptance are two (2) copies of the draft Confidential Statement
of Formuia, dated July 20, 2010 for Advantage II Kitten, EPA Reg. No. 11556-150,
which supersedes the current Basic CSF on file with the Agency, dated November 20,

2009 (attached).

The proposed changes only include those described below:

Block 3. Update Product Name

from: Advantage IGR 5
to: Advantage II Kitten

Block 4. Complete Registration No.
from: 11556-XXX

to: 11556-150

Block 21, ate the Date ose
from: 11/20/2009 ous
to: 7/20/2010 .
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*Inert ingredient information may be entitled to confidential treatment*_

Linited Statan

y 2y
wEPA Environmental Protection Agency

Waohington, DC 20480

Registtatio" OPP Wdontifior Number

X Amendment

Other

Application for Pesticide - Section |

1. Company/Product Numbor

2. EPA Progiuct Manoger 3. Proposed Claasification

B}Nm D Restricted

Advantage 11 Kitten

11556-150 V. Eagle
4. Company/Product (Neme} PMtY
Team 01

5, Name and Addroas of Applioant {include 2iF? Code)
Bayer HealthCare LLC, Animal Health Division

8. Expedited Reveiw. In accordance with FIFRA Section 3ic}3}
Ib}]:}, my product & similar or identical In composition and labeling

P. . Box 350
Shawnee Mission, KS 66201-0390 EPA Reg. No.
D Check if this /s & now eddress Product Name
Section - I

Amendrnant - Explein below.

D Resubmisnion in tesponsa to Agency letter dated

D Motifiostion - Explain below.

Final printed labefo In repsonso to

Agoncy letter dated

“Ms Too" Application.

i - l Othar - Explain below.

Non-PRIA action.

Explanation: Uso additionst pagaio) I 1

v, [For

tion | and Seotion I}

Enclosed for Agency accepiance are 2 copies of the Confidential Statement of Formula, dated 07/20/10, revised to widen the certificd
}imits for JJJjj and update other information. Please see attached for further inforntation. Minor formmlation change (no data to review);

Section -

1. Matetini Thia Product Wil Be Packaged In;

2. Type of Contsiner

[ Lebel [1eo

3. Lovetion of Not Cantonte Informotion

nainer

4. Sizeis} Retail Container

Child-Roniatent Packeging | Unit Packaging Water Solublo Peckaging

Yos Yoo Yon Meotal

P
No No Eg"t G!::t:c
if “Yoa* Mo, per i *Yos* No. per Papar
* Cortification must |yt Packaging wgt, container | Package wgt contsiner Other {Specify}
be submitied !
5, Logation of Lebe! Directions

OnLabe!
On Labeling accompaning product

8. Mannar in Which Labet Is Affixed to Product Lithegranh [} Other
Popar Y
Stoneiied . .
Section - IV aass .

t. Contact Point {Complete items directly below for identification of individust to be contectad, if necessery, tg. pm"cﬁc this w@;m }

I cortify thet tha otaternonts | have made on thio form end el attachments thereto 810 trus, occurate andelmﬂ.ato
I acknowisdge that sny knowlinglly faloe or mistasding stotemant may be punishsbia by fine or Imprisanment or s s s 0 4Stampad)
2

both undaer spplicable lew.

Name Titfe «» 4 TelephongRg. MMclude Ares Code)
Douglas A, Spitker, Ph. D. (doug.spilker.b@@bayer.com) | Manager, EPA Repulatory Affairs . 91-?! 268- 2757 *
Certification A o et Application

Received

2. Slgnﬂuw / z 3. Tile

Manager, EPA Regulatory Affairg

LR ET ]
4 -
LY N ]

4. Typad Nema

Douglas A. Spilker, Ph. D.

B. Dota

07 2T Eeots

EPA Farm AE70-1 (Rav. 3-84{ Previcus editions aro chaclate.

Writs - EPA Flla Coov losiainahh  Yellow - AcolDRgco




IFee for Service] (879034~
This package includes the following for Division
© New Registration ©AD
® Amendment °BPPD
®*RD
D Studies? U Fee Waiver? Rick M 1
r.
Dvolpay % Reduction: sV
Receipt No. S-| 879034
EPA File Symbol/Reg. No. 11556-150
Pin-Punch Date: 7/23/2010

¢ This item is NOT subject to FFS action.

E]
H »
B

Requested:

Granted:

Amount Due: $

gﬁwmm# : \3[4@}5— 7)/19///0 J

Parent/Child Decisions:

& Uncleared Inert in Product

Date: 7-26 -#°

@ Inert Cleared for Intended Use
Reviewer: !f?ﬂfﬁ }ﬁ-&ﬁf
Remarks:
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STATES ENVIRONMENTAL PROTECTION AGENCY

WASHINGTON, D.C. 204860

July 26, 2010
OFFICE OF
PREVENTION, PESTICIDES AND
TOXIC SUBSTANCES
DOUGLAS A. SPILKER, PH.D.
BAYER HEALTHCARE LLC
ANIMAL HEALTH DIVISION
PO Box 390

SHAWNEE MISSION, KS 66201-0390

PRODUCT NAME: ADVANTAGE Il KITTEN
COMPANY NAME: BAYER HEALTHCARE LLC
OPP IDENTIFICATION NUMBER:

EPA FILE SYMBOL: 11556-150

EPA RECEIPT DATE: 07/23/10

SUBJECT: RECEIPT OF AMENDMENT

DEAR REGISTRANT:

The Office of Pesticide Programs has received your application for an amendment and it
has passed an administrative screen for completeness.

During the imtial screen we determined that the application appears to qualify for fast
track review. The package will now be forwarded to the Product Manager for review to
determine its acceptability for fast track status.

If you have any questions, please contact Registration Division, Risk Management Team
1, at (703) 308-8045.

Sincerely,

Vi A bt

Front End Processing Staff

Information Services Branch

Information Technology & Resources Management Division



FAST-TRACK AMENDMENTS-Completeness Screening Checklist
Experts In-Processing Signature: Wy,

1 | Application Form (EPA Form B570-1) —signed?

-

Confidential Statement of Formula (BPA Form 8570-29) — signed?

Certification with Respect to Citation of Data (EPA Form 8570-34)
signed?

Formulator’s Exemption Statetuent (ZPA Form 8570-27) - sigred?

Data Mairix (EPA Form 8570-35) [Applicable, for adding me-toc uses] -

a) Selective Method?

b) Cite-All Method? Applicant owns data or list only the companies
offered to pay .

¢) _Public copy of Matrix provided? See PR Notice 98-5

s Label Inclnded? (5 copies)

Comments:
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.S, ENVIRONMENTAL PROTECTION AGENCY
Office of Pestitide Programs
Registration Division (7505C}

1200 Pennsylvania Ave., N.W,
Washington, D.C., 20460

EPA Reg, Number;

11556-150

Date of Issuance:

Juy 24 20

NOTICE OF PESTICIDE: T
. . erm of lssuance:

_X Registration

— Reregistraﬁon FROM: June 24, 2010
TO: see comment #1

{under FIFRA, as amended}

Name of Pesticide Product:
Advantage II Kitten

Name and Address of Registrant (include ZEP Code).

Attention: Dr. Doug Spilker
Bayer HealthCare, LLC
P.O. Box 390

Shawnee Missi

and Rodentieide Act.

ot 10 its use if it hay been covered by others,

that:

shipment date is provided in writing.

this product.

On the basis of information furnished by the registrant, the above named pesticide is hercby registered/reregistered under the Federal Insectitide, Fungicidz

Registration is in no way 10 be construed as an endorsement or recommendation of this product by the Agency. In order to protect heaith and the
environment, the Administrator, on his motion, may at say time suspend or cancel the registration of & pesticide in zccordanse with the Act  The acceptance
of any name in connection with the registration of a product under this Act is not to be construed as giving the registrant a right to exclusive use of the name

This product is conditionally registered in accordance with FIFRA section 3(c)(7)(A) provided

1. This registration is time-limited and expires two years from the date this product is first released
for shipment. You must provide the Agency with a projected release for shipment date in
writing within 30 days of the date of this Notice of Registration. The Agency will calculate the
expiration date based on the projected release for shipment date until an actual release for

2. Only one basic confidential statement of formula will be on file for this product at any one time;
no alternate formulations or minor forrnulation amendments will be submitted or approved for

Sigaatfdre of Approving Offieipl:

Ven Eagle;

Insecticide-Rodenticide Branch, chi_stration Division {7505P)

Date:

JUN 24 2

b L
EPA Fonm 25708
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Page 2

EPA Reg. No. 11556-150

3.

4,

‘You must submit quarterly enhanced incident reports and quarterly sales information in doses
sold for this product beginning July 1, 2010,

Please flag any Confidential Business Information as such. Enhanced incident reporting should
be submitted to the Product Manager. Quarterly sales information should be submitted to the
Registration Diviston, Immediate Office (attn: Kimberly Nesci).

The following is a list of information that must be included in the quarterly reports for each
incident:

EPA Registration Number

Product Name (brand name)

Lot Number

Where Purchased: Internet, Store, Veterinarian

Active Ingredient(s)

Weight Range for Product

Date on which incident occurred (mm/dd/yyyy).

State in which the incident occurred (standard 2 letter abbreviation).
Registrant Case Number

Species: Dog, Cat, Other (specify)

Breed: (as reported by pet owner)

Age: Months or Years

. Sex: Male, Female

Weight: Pounds

Primary Route of Exposure: Dermal, Oral, Other Animal, Inhalation, Other
Body System: Neurological, Dermatological, GI, Respiratory, Ocular, Other
Major Signs: Separate Column for Each Sign, Using Standard Terminology
Time to Onset: Hours, Days

Treated By Veterinarian: Yes or No

First Time Product Used: Yes or No

Misuse: Use on Incorrect Species, Overdose, Too Frequent Dosing, Other (describe)
Any Known Precondition

EPA Severity Code: Death, Major, Moderate, Minor

Qutcome: Died, Recovered, Still Being Treated, Unknown

KESEMUNOTOPHIFS PR HO AP oo P

‘You must submit and/or cite all data required for registration of your product under FIFRA
Section 3(c)(5) when the Agency requires all registrants of similar products to submit such data,
and submit acceptable responses required for reregistration of your product under FIFRA
Section 4,

Revise the EPA Registration Number to read “EPA Registration No. 11556-150 on the first
page of the label.

Along with the enhanced incident reporting, you must submit an analysis of the incidents seen, to
include the following details:
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Page 3
EPA Reg. No. 11556-150

a. All incidents should be reported including all minor dermal and ocular irritation reports.
b. Summary table for cats showing number of incidents of each severity code for each route
of exposure. Each incident should only be reported once. If one incident has several

routes of exposure, the order should be as follows: 1)} ocular, 2) oral and 3) dermal, In
other words, an incident with both oral and dermal exposure would be reported as oral
exposure, and an incident with both ocular and oral exposure would be reported as ocular
exposure,

¢. A similar summary table for dogs (misuse or secondary exposure) showing number of
incidents of each severity code for each route of exposure.

d. Summary table for dogs and table for cats showing number of incidents that are believed
due to secondary exposure (e.g., multi-pet households).

e. A summary table for cats showing number of incidents for each severity code for
following age ranges: 1) <3 months, 2) 3 — 6 months, 3) 6 — 9 months, 4) 9 — 12 months,
5) 1 year, 6) 2 years, 7) 3 years, 8) 4 years, 9) 5 years, 10) 6 years, 11) 7 years, 12) 8
years, 13} 9 years, 14) 10 years, 15) 11 years, 16) 12 years, 17) 13 years, 18) 14 years,
19) 15 years and 20) >15 years.

f. A summary table showing the number of cats incidents for each severity code for each
pet weight range on the product label, if applicable.

g. A summary table for cat weight showing number of incidents for each product weight

range. This table should show number of incidents in cats weighing less than that

product weight range, number of incidents in cats in lower half of weight range, number

of incidents in cats in upper half of weight range, and cats weighing more than the

product weight range, if applicable,

Table showing number of incidents for each cat breed, where provided.

Table showing number of incidents in cats for each clinical sign.

Table showing number of incidents in cats for each organ system.

Report aggregate incidents, but do not combine moderate and minor incidents.

T e

7. The Agency reserves the right, in the future, to require the addition of a section of label that lists
the most common side effects, based on the submission of incident data.

8. The required storage stability (830-6317) and corrosion characteristics (830-6320) data were
submitted to the Agency on May 12, 2010 and are currently under review (D378289). Ifthe data
are deemed unacceptable, additional storage stability and corrosion characteristics data must be
submitted and deemed acceptable.

If these conditions are not complied with, the registration will be subject to cancellation in
accordance with FIFRA section 6(¢). Your release for shipment of the product constitutes acceptance of
these conditions. A stamped copy of the label is enclosed for your records. If you have any questions
regarding this notice, please contact Kable Bo Davis at (703) 306-0415 or davis.kable(@epa.gov.

Venus Eagle, PM (01)
Insecticide-Rodenticide Branch
Registration Division (7505P)

Enclosure- Stamped Label




Reason To Issue:  Mfopose registration Date: 06/17/10

NOTE TO REVIEWER: [(Brackets and parentheses indicate alternate language)]

Advantage® II Kitten

Once-A-Month Topical Flea Prevention and Treatment for Cats
For Use ONLY on Cats 8 Weeks and Older
For Use ONLY on Cats Weighing Under § lbs.

READ THE ENTIRE LABEL BEFORE EACH USE
For the Prevention and Treatment of Flea Infestations

[Selected optional claims bulleted here from page 6 and/or 7]

L
L
¢ ACCEPTED
o with COMMENTS
o In EPA Lettor Detod:
. JUN 24 %10
* Under o
. poFafl~§
WSS 6 \oa
%
Active Ingredients By Weight
Inidacloprid . .. .o e i i et 9.10%
Py prOXY N, . . o e i e i 0.46%
Other Ingredients . ., .. ... . it i i e et e 90.44%
05 S DR 100.00%
EPA Reg No. 11556-RLN EPA Est. No. 11556-DEU-1
KEEP OUT OF REACH OF CHILDREN
CAUTION
[See back panel for First Aid.]
(For Directions For Use, and Storage and Disposal (instructions),

see supplemental labeling inside.]

Advantage 11 Kittsn gab.Doc Page 1 of 8
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PRECAUTIONARY STATEMENTS

HAZARDS TO HUMANS: Harmful if swallowed. Causes moderate eye irritation. Avoid
contact with eyes or clothing. Wash hands thoroughly with soap and warm water after
handling. Keep out of reach of children. Do not contaminate feed or food.

HAZARDS TO DOMESTIC ANIMALS

For external use only. Do not use on kittens under 8 weeks of age. As with any product,
consult your veterinarian before using this product on debilitated, aged, pregnant or nursing
cats. Individual sensitivities, while rare, may occur after using ANY pesticide product for
cats. If signs persist, or become more severe, consult a veterinarian immediately. If your cat
is on medication, consult your veterinarian before using this or any other product.

If your cat is experiencing an adverse event, contact your veterinarian and, call 1-800-422-
9874.

FIRST AID

If Swallowed: e (Call a poison control center or doctor immediately for
treatment advice.

o Have person sip a glass of water if able to swallow.

» Do not induce vomiting unless told to do so by the poison
control center or doctor.

» Do not give anything to an unconscious person.

If In Eyes: » Hold eye open and rinse slowly and gently with water for 15~
20 minutes. Remove contact lenses, if present, after the first 5
minutes, then continue rinsing eye.

» Call a poison control center or doctor for treatment advice.

If On Skin o Wash with plenty of soap and water.

HOT LINE NUMBER

Have the product container or label with you when calling a poison control center or doctor,

or going for treatment. For medical emergencies call 1-800-422-9874. For customer

questions call 1-800-255-6826.

NOTE TO PHYSICIAN
Treat the patient symptomatically.

DIRECTIONS FOR USE

It is a violation of Federal Law to use this product in a manner inconsistent with its labeling.

Advantage II Kitten gab.Doc Page2of 8




Date: 06/17/10

.................................................................................................................

HOW TO OPEN

. Being careful not to cut close to the blister cavities, take scissors and cut off one

section of the card containing a single tube.

. Take the separated section, and cut into the blister cavity across the small side, close

1o the cap of the tube.

. Peel off the foil, and take out the tube.
. Repeat steps 1 to 3 for each tube.

o<

HOW TO APPLY i

1. Use only on cats and kittens. Do not use on other animals,

2. Remove one applicator tube from the package. Sée “HOW TO OPEN” section.

3. Hold applicator tube in an upright position. Pull cap off tube.

[Visuals Depicting How to Open Applicator Tube]
4. Turn the cap around and place other end of cap back on tube,
5. Twist cap to break seal, then remove cap from tube.
[Visuals Depicting Application to Animal]

6. Part the hair on the neck at the base of the skull until the skin is visible. Place the tip
of the tube on the skin and squeeze the tube to expel the entire contents directly on
the skin, Do not get this product in your cat’s eyes or mouth. The product is bitter
tasting and salivation may occur for a short time if the caf licks the product
immediately after treatment. Treatment at the base of the skull will minimize the
opportunity for the cat to lick the product.

7. Discard empty tube as described in Storage and Disposal.

8. Under normal conditions the product is effective for a month. However, in case of
severe flea infestation, retreatment may be necessary earlier than four weeks. Do not
retreat more often than once every 14 days. After flea control is attained, retun to a
monthly retreatment schedule.

Advantage IT Kitten gab.Doc Page3of 8



ADDITIONAL INFORMATION

The successive feeding activity of fleas on cats may elicit a hypersensitivity skin disorder
known as fles allergy dermatitis (FAD) or flea bite hypersensitivity. Treatment of cats with
Advantage® II kills fleas and may reduce the incidence of this condition.

Advantage® 11 kills the existing fleas on cats within 12 hours. Reinfesting fleas are killed
within 2 hours with protection against further flea infestation lasting for up to four (4) weeks.
Pre-existing pupae in the environment may continue to emerge for six (6) weeks or longer
depending upon the climatic conditions.

Fleas, eggs and larvae in the cat’s surroundings are killed following contact with an
Advantage® II treated cat. Advantage® II provides multi-stage flea control effectively
breaking ali flea life~cycle stages for lasting control of flea populations.

Advantage® 11 kills adult fleas quickly, within 12 houss, inhibits the development of
immature flea life stages and prevents them from reaching the biting adult stage.

Advantage® II is waterproof and remains effective following a shampoo treatment or after
exposure to rain or sunlight.

Apply monthly treatments for optimal control and prevention of fleas.

STORAGE AND DISPOSAL

Do not contaminate water, food or feed by storage or disposal.

Pesticide Storage: Store in a cool, dry place.

Pesticide Disposal and Container Handling: Nonrefillable container. If Empty: Do not
reuse this container. Place in trash or offer for recycling if available. If partly filled: Cali

your local solid waste agency or 1-800-422-9874 for disposal instructions. Never place
unused product down any indoor or outdoor drain.

Advantage 11 Kitten gab.Doc Page 4 of 8
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Date: 06/17/10

LIMITED WARRANTY AND LIMITATION OF DAMAGES

Bayer HealthCare LLC, Animal Health Division warrants that this material conforms to the
chemical description on the label. TO THE EXTENT CONSISTENT WITH
APPLICABLE LAW, BAYER MAKES NQ OTHER EXPRESS OR IMPLIED
WARRANTY, INCLUDING ANY OTHER EXPRESS OR IMPLIED WARRANTY OF
FITNESS OR MERCHANTABILITY, and no agent of Bayer is authorized to do so except in
writing with a specific reference to this warranty, Any damages arising from a breach of this
warranty shall be limited to direct damages and shall not include consequential commereial
damages such as loss of profits or values, etc.

Net Contents: {(One)(Four)] Tube(s) - 0.0078 fl. oz. (0.23 mL) each

OPTIONAL CLAIM FOR THE ONE TUBE PACKAGE: {Sample — Not for (Re)Sale]

Manufactured For
Bayer HealthCare LLC
Animal Health Division
P.O. Box 390
Shawnee Mission, Kansas 66201 USA

Made in Germany

Advantage II Kitten geb.Doc Page 5 of 8
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Date: 06/17/10

.........................................................................................................................

Reason To Issue:  Pfopose registration

NOTE TO REVIEWER: {{Brackets and parentheses indicate alternate language)}

OPTIONAL MARKETING CLAIMS

o For use on cats and kittens 8 weeks of age and older
Advantage II contains [imidacloprid], [and an/the] [insect growth regulator] [IGR]
[pyriproxyfen]
A single topical application remains effective for up to [4 weeks] [a month]
Convenient, easy to apply topical solution
Convenient, easy to apply and fragrance free [monthly] [topical solution]
Once a month topical flea prevention and treatment for cats 8 weeks of age or
older
e Advantage II is indicated for the prevention and treatment of fleas on cats § weeks
of age and older
o For the prevention and treatment of flea infestations
® One treatment prevents further flea infestations for up to {4 weeks] [a month]
» Kills fleas on cats within [12] hours and continues to prevent infestations for up to
ffour weeks] [a month]
Kills fleas before they lay eggs
Larval flea stages in the cat’s environment are killed following contact with an
Advantage II treated cat
Kills larval stages of fleas following contact with an Advantage II treated cat
Kills fleas within [12] hours of application
Stops existing flea infestations by killing adult fleas
Prevents reinfestations by killing adult fleas before they lay eggs
Reinfesting fleas are killed within 2 hours with protection against further flea
infestation
[Prevents] [Stops] flea eggs from hatching [into biting adults]
Effectively breaks the flea life cycle
[Kills] {Controls] all flea life stages
Comprehensive flea prevention and treatment
3-way flea protection ([kills}[controls]) adults, larvae, and eggs
[Prevents] [Stops] flea eggs from developing into [(biting) (adult)] fleas
Treatment with Advantage II kills fleas and may reduce the incidence of flea
allergic dermatitis [FAD] or flea bite hypersensitivity
Flea adulticide, larvicide, and ovicide
Kills flea eggs
Controls flea problems
Provides flea protection
Controls existing fleas and flea eggs plus [and] [prevents] future flea infestations
Advantage II may be used year-round for flea [prevention]{protection]

o & ¢ & & » o * 6 & 8 O

b & o o ¢ ©

Advantage IF Kitten gab.Doc Page6of 8
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Date: 06/17/10
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s Contains an insect growth regulator (IGR) to kill flea eggs and prevent re-
infestation

o Monthly use of Advantage 1l kills fleas and may prevent ([{lea allergy

dermatitis}iflea bite hypersensitivity])

Controls existing flea infestations on your cat and prevents further infestations

Remains effective after bathing

Remains effective following shampooing

Waterproof

Remains effective after exposure to rain or sunlight

Fragrance free

In child-resistant packaging

Starts working through contact

Advantage 17 Kitten gab.Doc Page 7 of 8
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Advantage I Kitten gab.Doc

Date: 06/17/10

(Label on Individual Tube)
Advantage® 11 Kitten
9.10% Imidacloprid

0.46% Pyriproxyfen
0.0078 fl. 0z. (0.23 mL)

EPA Reg. No, 11556-RLN

Keep Out of Reach of Children
CAUTION

Read The Entire Labe] Before Use
BAYER

Lot No. 0000000

Page 8 of 8
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Page 1 of 1

Proposed Cat Spot-On Products (EPA File Symbol 11556-RLN, 11556-RLE and 11556-RLR) - rev labels
Doug Spilker
to:

06:’17;’2%;&4:00 PM \{%&%QEJW\\ <s f o

History: This message has been replied to.

Hi Bo,

Please find attached the labels revised according to your emeil of 6/16/10. Regarding ttem 4, it is our position that
these labels for a new praduct already contain proactive waming in the "HOW TO APPLY™ section - Item 6, based on
our experience with other imidacloprid-containing spot-on products. | have attached both a highlighted and clean
version of each, As we discussed previously, | have made a couple of other changes including: &) change in primary
brand names, b} addition of single tube information and "Not for Sale" optional language, and ¢) an additional claim for

"Starts working through contact” - which is on our other Advantage Il products.
{ look forward to our discussion and finalizing of these registrations.

We accept your invitation to discuss with you and Ms. Nesci the "potential side effect” issue In a conference call next
Tuesday, June 22, at 10:00 am (EDT). W you would like, | can set up a teleconference number for cur use. please let

me know.

best regards,
Doug

Doug Spilker

Manager - EPA Reg. Affairs
BAYER HEALTHCARE LLC
ANIMAL HEALTH

Office; +1 913-268-2751

Mobile: +1 816-506-3102

Fax: +1 913-288-2135

Emagil. doug.spilker.b@bayer.com

Address:
P.O, Box 390
Shawnee Mission, KS 66201-0390
Country: USA

Bayer Animal Health "Protecting.Curing.Caring... Together"

The information comtainad in this e-mail is for the exclusive vse of the intended recipieni(s) and may be confidential, propristary, and/for legally priviteged.
inadverent discicsurs of this mossage doos nof constitule a walver of say privifege. I you rsceive this moessags in eror, pleass do not tirsclly or indinscliy
use, prind, copy, forward, or disciose any pard of lhis message. Flaase slso doluie thiz e-malt and el copiag and nolfly the sendsr. Thank you.

For oifernele lengubges ploase go to iipibayerdisoiaime:

file://C:\Documents and SettingstkdavisS\Local Settings\Temp\notesFCBCEE\~web0074.h... 6/24/2010 74




Proposed Cat Spot-On Products (EPA File Symbol 11556-RLN, 11556-RLE

and 11556-RLR)

Kable Davls to: Doug Spllker 08/16/2010 11:41 AM
Cc: Venus Eagle

Doug-

¢ have finlshed my review of the proposed labels for EPA File Symhbols 11556-RLN, 11556-RLE and
11556-RLR. However, | want to first acknowledge that we have already discussed renaming these
products and you will Incorporate these new names into the revised labels. The followlng changes are
requlred:

Labe! Changes (pages 1 - §)
MNote: Because the name of the product is different for each submission (EPA File Symbols 11556-ALN,

11556-RLE and 11556-RLR) , my comments will simply say "{Name of Product)’. This aliows the
comment to be applicable to all three products.

1. The efficacy data that supports biting lice on dogs cannot be used to support claims for the control of
blting lice on cats. Al references to lice must be deleted from the label,

2. Each of the three proposed cat products contain one of the following statements: "...weighing 5 Ibs and
under”, "...weighing 5 to 3 lbs" and ".....welghing 9 Ibs and over", The labels must be revised to clearly
explaln which product is appropriate for cats weighing 5 pounds and 9 pounds,

3. The first page of each label contains a clalm simllar to "Once-A-Month Topical Flea and Lice
Prevention and Treatment for Cats and Kitlens 8 Weeks and Older and Weighing 5 tbs and Under’.
Revise thase statements to be read as follows (the sizes will change depending upon the product).

"Once-A-Month Topical Fiea Frevention and Treaiment for Cats.”
"For use ONLY on Cats 8 Weeks and Older”
"For use ONLY on Cats Welghing......"

4, The label needs to include a list of potentia! side effects (based on most common incidents seen). The
Agency is allowing each registrant to come up with these statements themselves and then submit for
approval, f you are unable to provide these statements prior to registration, the Agency will include this
requirement in the registration notice as a conditfon of registration,

5. On page 2 of the label, revise "animals" to read "cats", "pets’ to read "cats’ and "gnimal to read "cal’,

6. Revise the FIRST AID section Into 2 boxed format per PR-Notice 2001-1. The following link provides
an example. hitp//www.epa.gowPR_Notices/pr2001-1.pdf

7. Currently, the proposed label contains a phone number of consumer questions and another for medical
emergencles. The labe! must also include a third phone number for cats experiencing adverse reactions.
Inctude the followlng statement "/f your cat is expenencing an adverse event, conlgct your veterinarian

and caffl......" _
8. On page 4, revise "GENERAL INFORMATION to read "USE INFORMATION'.

9. On page 4, revise " Treatment of cats with (Name of Proguct] rapidly kills fleas and reduces the
incidence of this condftion.” to read " Treatment of cats with (Nama of Product) kills fleas and may reduce
the incidence of this condition.”

10. On page 4, revise "Monthly treatments are required for optimal control and prevention of figas.” 1o
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read "Apply monthly for optimal control and prevention of fleas.”

11. Within the "USE INFORMATION' section of the label (page 4), revise "pet’s" and "pef to read "cat's"
and "cat'.

12. On page 4 of the fabel, revise "Name of Product) provides multi-stage fllea controf effectively
breaking all flea life-cycle stages for quick and lasting control of flea populations. 1o read "(Name of
Product} provides multi-stage flea control effectively breaking all flea life-cycle stages for lasting control of
fea popuiations."

13. On page 4 of the label, revise "(Nama of Product) kills adult fleas quickly, inhiblis the development of
immature fiea life stages and prevenis them from reaching the biting aduit stage." to read "{Name of
FProduct) kilfs adult fleas, Inhiblts the development of immature fiea Jife stages and prevents them from
reaching the biting adult stags."

14. On page 4, revise "(Name of Product) is waterproof and remains effsctive following & shampoo
treatment, swimming or after exposure to raln or sunfigit" to read "(Namae of Product) /s waterproofand
remains effective following a shampoo treatment or after exposure to rain or sunlight”

15. On page 4, revise "Sitorage” to read "Pesticide Storage!

16. On page 4, revise "Disposal” to read "Pesticide Disposal!

Changes to Markating Claims (pages 6 - 7

Both 1B (insecticide Branch) and IRB {Insecticide-Rodenticide Branch) are working together to tighten up
marketing claims found on pet spot-on products. The following label changes are required. Note:
Because the name of the product Is different for each submission (EPA Flie Symbols 11556-RLN,
11556-RLE and 11556-RLR) , my comments will simply say "(Name of Product)". This allows the
comment to be applicable to ail three products.

1. Revise "A single topical application remains effective for (4 weeksjfa monthf 1o read "A single topical
application remains effective for up o {4 weekslfa monthl'

2. Revise "One treatment prevents further flea infestations for {4 weeksjfa month]" to read "One treatment
prevents further flaa infestations for ug to {4 weeksifa monthf

3. Revise "Kills fleas on cats within {12] hours and continues to prevent infestations for ffour weeksjfa
month]' to read "Kills fleas on cats within {12] hours and continues to prevent infestations for up to Jfour

weeksjfa monthf

4. Delete the claim "Kills /arval stages of fleas in the cat’s enviranment® or revise to read "Kills /arval
steges of fleas following contact with an (Name of Product) treated cat”

5. Delete the claim "Effectively targets all flife] stages fof fleas]” The product controis all life stages,
however it doesn't "target" certain stages (such as pupai stage}. This claim implies that the product

directly targets pupae.

6. As stated above {#1 under iabel changes), data have not been submitted to support the addition of lice
claims for cats. All claims concernlng biting lice must be deleted.

7. Delete the claims that state "Dus/ Protection’ or "3-way Flea Protection!'. if you choose to retain these
claims, the statement must explain what is meant by "dua/ protection!' or "3-way Flea Protectior!',
Currently, the claims include optional fanguage. If the optional fanguage isn't used, the claims can imply
heightened efficacy. This comment concems the following proposed claims:
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« *Dual protection (against feas and lice)
- "3-way flea protection (fklllsjfcontrols] adults, larvae, and eggs
- "fOual-Actionff2-way] formula"

8. Delete the claim "fFrevanis] [Stops] lea eggs fand flea larvae] from developing into Jrbitingadult)]
floas’. if you choose to retain this cialm, it must be reworded so that it explains that only larvae that come
into contact with a cat treated with product will not develop into adult fleas.

9. Revise the claim " Treatment with (Name of Product) rapidly kills fleas and may reduce the incidence of
flea allerglc dermatitis [FAD] or fiea bite hypersensitiviy' to read * Treatment with (Name of Proguct) kills
fisas and may reduce the incidence of flea allergic dermatitis JFAD] or flea bite hypersensitivity”

10. Delete the clatm " Controls highly firitating] [annoying] [feal finsect] bites".

11. Revise the clalm " Controls existing fleas and fiea eggs plus fand] [prevents] future flea infestations fin
the homef' to read " Controls existing fleas and flea eggs plus (and] [prevenis] future flea infestations”.

12, Revise the clalm " Uise fles [preventionifprotection] year-round 10 read "(Name of Product) may be
used year-round for flea [preventionjjprotection]

13. Revise the claim "Monthly use of (Name of Froduct) kills fieas to prevent ([flea allergy dermatitisifiea
bite hypersensitivity]]' to read "Monthly use of (Name of Product) kills fleas and may prevent ([flea altergy

dermatitisfffiea bite hypersensitivityj}.

14. Revise the claim * Controls existing flea infestations and preven!s further infesigtions In your home' to
read "Conirols existing flea infestations on your cat and prevents further Infestations

15. Delate the claim "Prevents fleas on lrealed cats from infesting (reinfesting} your homd'. This product
is for control/prevention of fleas on cats and must not be confused as a product intended to treat or
prevent home flea infestations.

16. Revise the claim "Hemains effective after bathing and/or swimming' to read "Remains effactive after
bathing’.

17. Revise the claim "Remalns effective following swimming and/or shampeoing' (o read "Remains
affective loilowing shampooing.

To avold any confusion in the future, | would like to remind you that you are not allowed to put unapproved
claims on your company's website. All claims must be reviewed and accepted by the Agency. In addition,
ciaims must be supported by data that have been reviewed and accepted by the Agency. | strongly
recommend that if you or anyone else with Bayer is in anyway confused by these statements, to please
give me, Venus Eagle (Product Manager 1) or Meredith Laws (IRB Branch Chief) a call to discuss.

When you are finished revising the labels for all three products, please emall me both clean and
highlighted coptes. 1 will reply with electronic coples of the registration notices and stamped labels. In
addition, | witt maif you paper coples of the CRP and companion animal (for kittens) reviews.,

if you have any questions, please give me a call or shoot me an email.

Enjoy the remainder of your Wednasday.

Sincerely,
Bo

Kahle Bo Davis, MS
Entomologist
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U.8. Environmentat Protection Agency
insecticide-Rodenticide Branch
Registration Division (7505P)

1200 Pennsylvania Ave. NW
Washington, DC 20460

Tek: 703 306-0415
Fax: 703 305-6508
Email: davis.kable@epa.gov
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Page 1 of 1

Advantage II (nee Advantage Plus) - Storage Stability Report Submission
Doug Spilker
o

Kable Davis
05/12/2010 10:44 AM \ T Sy
wDetails " Je oSS o

History: This message has been replied to and forwarded.

For your information. | sent to both of you since these data support both the current products as well as the
pending products (i.e. all same formulation}

Best regards,
Doug

Doug Spilker

Manager - EPA Reg. Affairs
BAYER HEALTHCARE LL.C
ANIMAL HEALTH

Office; +1 913-268-2751

Mobite: +1 816-506-3102

Fax: +1 913-268-2135

Email: doug.spilker.b@bayer.com

Address:
P.O. Box 390
Shawnea Mission, KS 6620t-0380

Country: USA
Bayer Animal Health "Protecting.Curing.Caring... Together”

The informalion containad in this e-mailis for he exclusiva use of tha intended reciplent(s) end may be confidential, propriotary, ang/or legally
privieged. nedverfen! disciosure of this message does nol conslitule & walver of eny privilego. If you receive this message in error, please do nol
diractly or indirectly use, prini, copy, forward, or disctoge any pert of this message. Please also dolple this o-mail and all copias and nolify the sendsr.

Thank you.

For sitemnale langueges ploase go to Ilpbayscdisclaimer bayarws
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Page 1 of |

Advantage IGR 5 (11556-RLIN) - Follow-up on feeding discussion
Doug Spilker
to:

04/21/2010 11:40 A Ve O MUSS Lo
: )

Kable Davis, Jennifer Schofield
Show Details

Dear Dr. Backus,

Reference is made to the telephone conversation on April 9, 2010 between the Agency (B. Backus) and
Bayer Animal Health (D. A. Spilker and J. Schofield) regarding the incidence and timing of the offering
of moist food during the kitten study - "Evaluation of the General Safety of M881 (Bayer Report 33714;
MRID 47924801)." Please find attached a document that is in response to this request for additional
information, prepared by our Dr, Schofield.

The addendum to the aforementioned report, which includes the individual feeding data we previously
sent you electronically, will be coming through normal channels {data processing desk) for emiering into
the Agency's archives.

If you need anything further, please call.

best regards,
Doug

Doug Spilker

Manager - EPA Reg. Affairs
BAYER HEALTHCARE LLC
ANIMAL HEALTH

Office: +1 913-268-2751
Mobile; +1 816-508-3102

Fax: +1 813-268-2135

Email: doug.spilker.b@bayer.com

Address:

P.O. Box 390

Shawnee Mission, KS 66201-0350
Country: USA

Bayer Anima} Health "Protecting.Curing.Caring... Together”

Tha information conlalned in this e-mail fs for the sxclusive use of the Inlendad reciplent(s) end may bs confidantial, propdelary, endfer legally
privifegad. tnedvertant disclosure of this message doas nol constitufe & waiver of any privilage. If you receive this meesage in emor, plaate do not
direcity or ingiraclly use, prinf, copy, forwand, or discicse any part of this maessege. Plaacs also defela ihls g-maif and aff copiss and nofify the sendar.

Thank you.
For alfermala fanguages pleasa go fo hifpfhaverdisclatmer bayerweb com
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Page 1 of 2

Re: Individual daily food consumption data (Bayer Report 33714; MRID 47924801}
Doug Spilker

1 (&S00S S wan

04/09/2010 05:20PM

[

Deborah McCall, Jennifer Schofield, Venus Eagle, Kable Davis
Show Details

Dear Dr. Backus,

Reference is made to your message below, and our follow-up telephone discussion (D. Spilker & J. Schofield with
B. Backus) this aftermnoon regarding the subject Advantage IGR/kitten study currently under review.

Altached as you requested, please find: 1} the Excel spreadsheet with food consumption data and 2} a PDF file of
the spreadsheel. Both documents include a legend which explains the color format: pink indicates food
cansumption of less than or equal to 25 grams and yellow indicates moist food offered with dry food ration (the
total “amount consumed” refiects dry and moist food rations for these celis). The only exception to this formatting
is for animat SM3:.08KPK't on day 15 {food consumption 20 grams and moist food offered - food consumption
formatting took priority over that included for moist food condition). This information is for your immediate use,
and we understand that it should be properiy formatted and sent through normal channels as soon as possible.

We have been in contact with the study director at Sinclair Labs regarding the other topics we discussed with you,
We will keep you updated on findings.
Please let us know if | can be of further assistance.

Best regards,
Doug

Doug Spilker

Manager - EPA Reg. Affairs
BAYER HEALTHCARE LLC
ANIMAL HEAELTH

Office: +1 913-268-2751

Mobile; +1 816-508-3102

Fax: +1 913-268-21358

Email: doug.spilker.b@bayer.com

Address:
P.0. Box 390
Shawnee Misslon, KS 66201-0390

Country: USA

Bayer Animal Health "Protecting.Curing.Caring... Together”

. epamali.epe.gov
Backus.Byrongiops pe.go Jo Daug Spitker <doug.spikaer.b@bayer.cam>

e MeGall. Deboreh@epamall.epa.gov

04/09/2010 16:07 AM
Subject Indivduad daily faod sensumption data

file://C:\Documents and Settings\kdavis5\Local Settings\TempnotesFCBCEE\~web7549.h... 6/24/2010 8 1




Page 2 of 2

In order to complete the review on 11556-RL¥ we need to evaluate the
individual daily food consumption data (days -7 through 28) for the
kittens in Bayer Animal Health Study 152,141 {the EPFA MRID no. is
47924801). As reported (p. 182-184) food consumption is expressed as a
weekly average for each individual animal. You can send a pdf file. IF
you have any questlons, please give me a call at 703-305-5704. Thanks -

Byron T. Backus

The information contained in this e-mail is for the exciusive use of ihe intended recipieni(s} and may be canfidential, proprietary, and/or legally
privilagad. Inagvertont disclosure of this messaga does nat consiitute & waiver of any privilagn. If you receive this message in orror, plsase do nof
diractly or indireclly use, prini, copy, forward, or discigse any perl of Ihis mossage. Plaage oisc telole this a-malf and aif copias and nolify the sander.

Thank you.

For altemale languagas please go lo Mipdbayerd

file://C:\Documents and Settings\kdavisS\Local Settings\Temp\notesFCBCEE\~web7549.h... 6/24/2010 8 2



*Commercial/financial information may be entitled to confidential treatment*

Page 1 of 1

Additional CRP Data on CDs - Advantage Plus for Dogs
Doug Spilker
to:

v e“*—gu*;MLS S‘\ou\

Autumn Metzger, Kable Davis
Show Details

Dear Ms. Gross,
As you requested, the additional copies of the CRP data for the dog studies are on their way. The Fedex tracking

number is [ ] NN - Sent "Prionity over night" Attached is a copy of the cover letter for your information.
best regards,
Doug

Pouglas A. Spitker, Ph.D.
Manager - EPA Reg. Affairs
BAYER HEALTHCARE LLC
ANIMAL HEALTH

Office: +1 913-268-2751

Mobile: +1 816-506-3102

Fax: +1 913-268-2135

Email: doug.spilker.b@bayer.com

Address:
P.C. Box 390
Shawnee Mission, K8 66201-0390

Country: USA

Bayer Animal Health "Protecting. Curing.Caring... Together’

Tha information contgined in thiz a-maij is for the axclusive use of the intended recipienifs) and mey be conlidentiel, propristary, andfor legaily
privilagad. Inadvaertent disclosura of this message does not constitute e walvaer of any privilege. If you recaive this messege In ermor, please Jo nat
directly or Indirectly use, print, copy, forward, or discloze any part of Ihs mossage. Pigasoe aiso delelo this e-mall and ali coples and nolify the sender.

Thank you.

For afternale languagses pisase go o blip.hayerdiscls
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Page I of 1

Advantage IGR products for Cats (EPA File Symbols 11556-RLN, -RLR, -RLE) - Additional CRP Info
Doug Spilker
to:

i 55 .
01/14/2010 04:10 PM Ve SOVowna § < e
Autumn Metzger, Kable Davis, Harish Chopade
Show Details

Dear Ms. Gross,

Reference Is made to our telephone discussion yesterday, January 13, 2010, regarding the Child Resistant
Packaging (CRP) testing as it refates to the subject products on cats. In the aforementioned discussion, with our
Dr. Chopade and me, you requested the submission of some additional clarifying information regarding the CRP
testing with children and senior adults that we submitted on December 3, 2009 to revise the packaging and
respectlve use directions for these products,

Please find aftached a chart, as you requested, that cross references the study numbers, MRID numbers and
EPA registration numbers, with additional information including:

a} further detail, In addition to what is in the reports, as to what constituted a failure in both the child and adult

tests, and
b} further clarification as to the exact number of cards (blister packs) given in each of the trials,

We understand that the information presented in this form is adequate for your use, and wilt become a part of the
official file for review. If you need anything further, please do not hesitate to call.

Best regards,
Doug

Boug Spilker

Manager - EPA Reg. Affairs
BAYER HEALTHCARE LLC
ANIMAL HEALTH

Office: +t 913-268-2751

Mobile: +1 816-506-3102

Fax: +1 913-268-2135

Email: doug.spitker.b@bayer.com

Address:
P.0. Box 290
Shawnee Mission, KS 66201-0360

Country: USA
Bayer Animal Health “Protecting. Curlng.Caring... Togelher"

Tha information conltaingd i this e-mad is for the exclusive use of the infended racipieni{s} and may be confidentisl, propriatary, anddr lagaily
privilaged. Inadvertant disclosure of this message does nol constitule a walver of any privilege. If you recalve this message in error, Ploase do rot
direcily or indiracily use, brini, copy, forward, or discioss any part of his message. Plazze alsc deleie Ihis e-maj and all copios and nolffy the sondsr.

Thank you.

For afternate languages please go lo hitp.ibaverdisclaime
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY

oy

g“ﬁ,’%% WASHINGTON, D.C. 20460
i"ﬂ WK OFFICE OF CHEMICAL SAFETY
AND POLLUTION BPREVENTION

April 15, 2010

MEMORANDUM
Subject; Name of Pesticide Product: ADVANTAGE IGR §
EPA Reg. No. /File Symbol: {1556-RLN
DP Barcode: DP 372322
Decision No.; 424201
Action Code: R310
PC Codes: 129099 (Imidacloprid: 9.1%)
129032 (Pyriproxyfen: 0.46%)
f""l-
From: Byron T, Backus, Ph.D., Toxicologist O ‘el ‘. G M&:\
. \ - l=e
Technical Review Branch o~ ¢

Registration Division (7505P) "'ii E g .
To: Kable Davis/Venus Eagle, RM 01 ' /
Insecticide-Rodenticide Branch

Registration Divigion (7505P)

Registrant: BAYER HEALTHCARE LLC

FORMULATION FROM LABEL:

Active Ingredient(s): By wt,
129099 Imidacloprid 9,10%
129032 Pyriproxyfen 0.46%
Other Ingredient(s): 90.44%

TOTAL 100.00%
ACTION REQUESTED: The Risk Manager requests:
*...Please review the attached companion animal data for a new spot-on for cats and kittens.
The cover letter details the regulatory history of this product, In addition to the cover letter, I

also included copies of the proposed label, proposed csf and previous companion artimal and
protocol reviews...”
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BACKGROUND:

The material received includes a companion animal safety study (in MRID 47924801) titled:
“Evaluation of the General Safety of Imidacloprid + Pynpmxyfen Spot-On in 8-Week-Old
Kittens™), a CSF, a proposed label for this product (Advantage® IGR 5), and a cover letter from
the registrant dated November 30, 2009. The proposed product would be packaged in single-use
tubes which would provide an application of 0.23 mL.

COMMENTS AND RECOMMENDATIONS:

1. The registrant is citing a previously reviewed cat companion animal safety study in MRID
45097001 to support this product’s use on adult cats. A comparizon of the CSF (dated
November 20, 2009) for 11556-RILN with the analysis of the test material used in the study in
MRID 45097001 (available from Documentum as MRID 45007001 .CA tif) indicates they are
toxicologically similar. The study involved a 5X dose level of 2.0 mL (1X = 0.4 mL) for cats
weighing less than 9 lbs and a 5X dose level of 4.0 mL (1X = 0.8 mL) for cats weighing >9 lbs.
The test material (containing 9.1% Imidacloprid and 0.9% Pyriproxyfen) was applied on study
days 0, 7, 14 and 21. On Day -1 the mean weight of the Group A (test material) females was
6.00 (S.D. = 0.56) ib, with a range from 5.23 t0 6.92 Ibs; the mean weight of the Group A males
was 9.34 (S.D. = 1.16) Ib, with a range from 8.27 to 10.9 1bs. All of the females weighed less
than 9 ibs, and each was treated with 2.0 mL (mean amount: 0.3333 mL/lb) Two males weighed
more than 9 b, and were treated with 4.0 mL; the remaining 4 weighed less than 9 Jbs and were
each treated with 2.0 mL, The mean dosage for males on a bady weight basis was 0.278 mL/lb.
The mean X treatment for females was (0.3333 mL/1b)/5 = 0.06666 mL/Ib and for males was
{(0.278 mL/b)/5 = 0.0556 mL/lb. A dosage of 0.23 mlL would be supported for adult female cats
> 3.45 Ibs and for aduit male cats > 4.13 1bs, and labeling (for aduit cats) should be revised
accordingly.

2. The name "Advantage” is being used by Bayer for both dog and cat products. One of the
recommendations made as a result of the recent Agency adverse incident data analysis for pet
spot-ons is the requirement for different brand names for dog and cat products.

3. The study (on 8-week-old kitiens) in MRID 47924801 was reviewed in TRB, and was then
secondarily reviewed in HED. This study has been classified as acceptable and can be used to
support the proposed use of Advantage® IGR § in 8-week-old and older kittens, with an
application rate of 0.23 mL and retreatment no more frequently than at 14 days.

4, The study in MRID 47924801 was conducted on test material consistent with that in the basic
formulation CSF {dated November 20, 2010} for this product, The material received by this
reviewer did not include any alternate formulation CS8Fs,

5. The following is the executive sununary from the DER for MRID 47924801;

In a companion animal safety study (MRID 47924801), 5 groups, each containing 6 males and 6
females, of domestic shorthair kittens (54-57 days old on Day 0; Day -1 body weigits: males:
0.691-1.012 kg; females: 0.555-0.935 kg, source: Liberty Research, Inc., Waverly, NY), were
topically treated (on Day 0) with (Group 1): mineral oii at a fotal dose of 1.15 mL; (Group 2): 3X
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vehicle substance at a total dose of 0.63 mL; (Group 3): $X vehicle substance at a tota! dose of
1.05 mL; (Group 4): 3X test substance at a total dose of 0.69 mL; and (Group 5): 5X dose test
substance at a total dose of 1.15 mL. For each group, the total dose was split into three sub-
applications which were administered at approximately 60-minute intervals. The application site
was the skin on the dorsal midline from the base of the skull to the interscapular region. The
dosing was repeated on Day 14,

The groups and test materials they received (with amounts applied) are shown in the table below:

Group Tes! Material Applled Yolume of tach application Cumulztive amount applled on
Day 0; also on Day 14
H
Mineral ol Wapp=03Sml; 3 & 3w 04 mL, 115 mk
2 Vehicle of proposed formulation 3 applications @ 0.21 ml. 0.63 mL
{no active ingredicnis) al IX
k! Vehicle of proposed formulation 3 applications @ 0.35 mL 1.05 mL
{no active ingredicats) at SX
4 Praposed formulation 3 applications @& 0.23 mL 0.69 ml.
{with activc ingredicnts) at 3%
5 Proposed formulation 1 app = 0.35 mb; 2° & 37 = 0.4 ml LiSmL
{with active ingredients) at 5x

The animals were observed twice daily (moming and aftcrnoon) except on days of treatment and
on the first day following each dosage. On treatment days (0 and 14) kittens were observed pre.
treatment, and at 1, 2, 3 and 4 hours (& 15 minutes) following completion of the third and final
sub-application. On days 1 and 135, kittens were observed at approximately 8:00 am, 11:00 am,
and 3:00 pm (& 30 minutes). Body weights were determined on days -7, -3, -1, I, 15 and 28.
Physical examinations were conducted by a veterinarian on days -7, -3, I, 15 and 28,

Blood for hematology and clinical chemistry was collected from all the kittens on study days -7,
1 (approximately 21 hours post-treatrent), 15 (approximately 24 hours post-treatment), and at
termination on day 28. To avoid overstressing the kittens, only 1 to 3 mL of blood was collected
at each time, consequently, coagulation times were not determined.

All animals survived to the end of the study.

All kittens showed hair coat effects at 1-4 hours post-dose, mostly on days 0 and 14, but in some
cases these effects were noted on subsequent days, primarily in Group 1 (al! 12 kittens on day
15, and in 5 on day 16), with a few occurrences in Group 2 (two kittens on day 15 and one on
day 16}, Group 3 (two kittens on day 15 and one on day 16) and one in Group 5 (day 15 only).
One Group 3 female had hair coat effects on day 21.

One Group 5 male (08KPK 1) was lethargic on day 15 (the day following the second dosage).
This was the only reported occurrence of lethargy in the study; also it was the only kitten in this
group with coat effects on day 15; this animal had shown diarthea on day 14 pre-dose and on day
15. The overall mean food consumption of this animal (49.4 g/day) from week [ to 4 was lower
than values of the other males (range: 52.9 to 69.0 g/day) in this group, and was particularly low
(36.6 g/day) during week 2 (presumably from day 7 through 13, a period that did not inchxde an
application of the test material). According to the report summary this kitten demonstrated

intermittent anorexia (days 11 and 15) resulting in mild weight loss and transient dehydration
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and lethargy, with immediate improvements in food consumption and general condition noted
following supplementation of the diet with moist food.

Al kittens gained weight from Day -1 to Day 28. Mean body weight gains of Group 5 (5X test
material) males and females were noticeably lower than those of the other groups in the period
from Day -1 to Day 20 (which incjuded applications on Days 0 and 14). Group 5 males had a
weight gain that was 87% of that for Group 1 males, and Group 5 females had a value that was
92.6% that of Group | females. Group 4 (3X test material) males and females had values
slightly greater than those of their Group | counterparts.

It is concluded that the margin of safety in kittens administered toplcal application of the
preduct formulatlon is at least 3X. Possible effects observed at 5X Included Iethargy in one
male kitten following the second set of applications, and decreased body weight gains In
both males and females in the peried from day -1 to day 20. As noted in the current
870.7200 Guidelines: “Considcration wlil be given to products with less than a 5X margin
of safety, depending on the severity of clinical signs of toxicity (e.g. transient, non-life-
threatening signs).”

This companion animal safety study in male and female domestic shorthair kittens is

Acceptable/Guideline and does satisfy the guideline requirement for a companion animal safety
study (OPPTS 870.7200) in 54-57 day (8 week) kittens,
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EPA Primary Revlewer: Byron T. Backus, Ph.D, Slgnature: G‘}«-cm- 1. G ey
Technical Review Branch, Registration Divislon (7505PY)  Date: " o%f a;‘}f e\

EPA Secondary Reviewer: Ayaad Assaad, D.V.M,, Ph.D. Signature:

Toxicology and Epldemiology Branch, HED (7509PY) Date:
enfpl ersfon 03106
DATA EVALUATION RECORD
STUDY TYPE: Companion animal safety study- kittens — OPPTS 870.7200
PC CODES: 129099- Imidacloprid, 129032- Pyriproxyfen, DP BARCODE: 372322

TEST MATERIAL (PURITY): MB880 Insecticide (Bayer Imidacloprid/Pyriproxyfen/Dog/Cat
SpotOn), Formula No. BB-06-139; Lot No. BB-06-139-M880-06-05-60; described as a clear
amber liquid with a specific gravity of 1.095 g/mL (see p. 18 of MRID 47924801) containing
9.1% Imidacloprid and 0.46% Pyriproxyfen,

TRADE NAME: Advantage® IGR 5

CITATION: Madsen, T, (2009) Evaluation of the General Safety of M880. Bayer Animal
Health Study No.: 152.141; In-Life Testing Facility Study No. 507648; Bayer Animal Health
Report No.: 33714, Sinclair Research Center, Inc., 562 State Road DD, Auxvasse, M0 65231, 9
October 2009, MRID 47924801, Unpublished, 193 p.

SPONSOR: Bayer HealthCare LLC / Animal Health Division

EXECUTIVE SUMMARY: In a companion animal safety study (MRID 47924801), 5 groups,
each containing 6 males and 6 females, of domestic shorthair kittens (54-37 days old on Day 0;
Day -1 body weights: males: 0,691-1.012 kg; females: 0.555-0.935 kg; source: Liberty Research,
Ine,, Waverly, NY), were topically treated (on Day 0) with (Group 1): mineral oil at a fotal dose
of 1.15 mL; (Group 2): 3X vehicle substance at a total dose of 0.63 mL; (Group 3): 5X vehicle
substance at a total dose of 1,05 mL; {(Group 4). 3X test substance at a total doge of 0.69 mL; and
{Group 5): 5X dose test substance at a total dose of 1.15 mL. For each group, the total dose was
split into three sub-applications which were administered at approximately 60-minute intervals.
The application site was the skin on the dorsal midline from the base of the skull to the
interscapular region. The dosing was repeaied on Day 14,
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The groups and test materials they received (with amounts applied) are shown in the table below:

Group Test Materia! Appiled Volume of each applicalion Cumulgitve amount applied on
Day 0; slso on Day 14
I
Minera! oil 1 app =035 ml, 2% & 3V =04 mL 1.15 mL
2 Vehicle of proposed formulation 3 applications @ 0.21 mL 0.63 mL.
{no active ingredients) a1 3X
3 Yehicke of propased formulalion 3 applications @) 0.35 mk, 1.05 mk,
(no aclive ingredicats) m 5X
4 Proposed formulation 3 applications @ 0.23 mL 0.69 mL
{with sclive ingredients) at 3X
5 Froposed formulation Iapp=035mL; 27 & 37 = 0.4 mL 115 mlL

{with active ingredients) &1 Sx

The animals were observed twice daily (morning and afternoon) except on days of treatment and
on the first day following each dosage. On treatment days (0 and 14) kittens were observed pre-
treatment, and at 1, 2, 3 and 4 hours (& 15 minutes) following completion of the third and final
sub-application. Ondays | and 15, kitiens were observed at approximately 8:00 am, 11:00 am,
and 3:00 pm (+ 30 minutes). Body weights were determined on days -7, -3, -1, 1, 15 and 28.
Physical examinalions were conducted by & veterinarian on days -7, -3, {, 15 and 28.

Blood for hematology and clinical chemistry was collected from all the kittens on study days -7,
| (approximately 21 hours post-treatment), 15 (approximately 24 hours post-treatment), and at

termination on day 28. To avoid overstressing the kittens, only | to 3 mL of blood was coliecied
at each time, consequently, coagulation times were not delermined.

All animals survived to the end of the study.

All kittens showed hair cont effects at I 4 hours post-dose, mostly on days 0 and 14, but in some
cases these effects were noled on subsequent days, primarily in Group { (all 12 kittens on day
15, and in 5 on day 16), with a few occurrences in Group 2 (two kiitens on day {5 and one on
day 16), Group 3 (two kittens on day 15 and one on day 16) and one in Group 5 (day 15 only).
One Group 3 female had hair coat effects on day 21,

One Group 5 male (08KPK1) was lethargic on day 15 (the day following the second dosage).
This was 1he only reported occurrence of lethargy in the study; also it was the only kitten in this
group with coat effects on day 15; this animal had shown diarrhea on day 14 pre-dose and on day
15, The overall mean food consumption of this animal (49.4 g/day) from week | to 4 was lower
than values of the other males (range: 52.9 to 69.0 g/day) in this group, and was particufarly low
(36.6 g/day) during week 2 (presumably from day 7 1hrough 13, a period that did not include an
application of the test material). According to the report summary this kitten demonstrated
intermittent anorexia (days 11 and 15) resulting in mild weight loss and transient dehydration
and lethargy, with immediate improvements in food consumption and general condition noted
following supplementation of the diet with moist food,

All kittens gained weight from Day -1 to Day 28, Mean body weight gains of Group 5 (5X test
material) males and females were noticeably lower than those of the other groups in the period
from Day -1 to Day 20 (which included applications on Days 0 and 14). Group 5 males had a
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weight gain that was 87% of that for Group 1 males, and Group § females had a value that was
92.6% that of Group 1 females. Group 4 (3X test material) males and females had values
slightly greater than those of their Group | counterparts.

It is concluded that the margin of safety in kittens administered topical application of the
product formulation is at least 3X. Possible effects observed at X Included lethargy in one
male kitten following the second set of applications, and decreased body weight gains in
both males and females in the period from day -1 to day 20. As noted in the current
870.7200 Guidelines: “Conslderation will be given to products with less than a 5X margin
of safety, depending on the severity of clinical signs of toxicity (e.g. transient, non-life-
threatening signs),”

This companion animal safety study in male and female domestic shorthair kittens is
Acceptable/Guideline and does satisfy the guideline requirement for a companion animal safety
study (OPPTS 870.7200) in 54-57 day (8 week) kittens.

COMPLIANCE: Signed and dated GLP Compliance, Quality Assurance and {No] Data
Confidentiality statements were provided.

L MATERIALS AND METHODS
A, MATERIALS:
1. Test materials:

1a. Control/reference substance (Group 1)

Deseription: Minzral olf, Hight, from Fisher Chemicel, a clear colorless viscous figuid
Lol no.: 084662

Purlty:

Slorage: “Controlled room temperature”

Compound Stability:

CASH: 8042-47-5

1b. Vekicle Control; M880 Insecticide Plucebo (Group 2 at 3X; Group 3 at 5X))

Description: Clear amber liquid
Lot no.: 08-05-30
Purlty: LOD {<0.018%%) Pyriproxyfen; LOD {<0.0144) Imidacloprid
Storage: “Controlled room emperatre”
Compound Stability:
CAS #: Nal regoricd
Page Tof 16

91




Le, M880 Insecticide (Bayer Intidacloprid/Pyriproxyfen@og/Cat Spot On)

Descriptiom Clear amber liquid

Lot no.: 011902-09

Purlty: 0.46% w/w Pyriproxifen; 9.1%6 Imidactoprid

Storage: Al room Tentperature

Comgpousnd S1abllley: Expiration date: January 19, 2011

CAS #: 95737-68-1 (Pyriproxyfen); 138261-41-3 {Imidacloprid)

2, Vehicle control: See control substance described in 1d above

3. Test animalis;

Species: Cat

Strain: Domestic shorthair

Agelwelght Day 0: 54-57 days old; males: 0.691-1.012 kg: fomales: 0.555-0.935 kg

Source: LIserty Rezearch, Inc., Waveily, NY

Houslug: Individuaily housed in 3 £ x 3 ft stainless sieel pens

Dlet; Purina® Kitten Chow or equivalent, 150 g/kitten/day; animals that exhlbited
inappetance (= cosumption < 25 g/kitten/day) were offercd 20 to 75 g of moist
food (Purlne”™ Friskics, Mariner's Carch} per day,

Water: Well water, sourced from gn on-site deep well, ad Fbitum

Environmental conditions:

Temperature: G871 F

Humldley: < 15-86%

Alr chanyes: “appropriate hously air exchienges.”

Photoperiod: 12 hours light/12 hours dark

Acclimation period:

One week

B. STUDY DESIGN:

1. 1n life dates: Start: February 2, 2009; End: March 9, 2009. Day 0 for Replicate A was
February 2 and for Replicate B was February 9.

2. Animal assignment: Sixty kittens were assigned to the study. Because of difficulty in
obtaining kittens within the narrow age range, the study was conducted in two replicates,
with 3/sex/group in each replicate. Unique randomization tables were generated for each
replicate. On day -1 of each replicate, kittens meeting the inclusion criteria were separated
by gender and ranked by day -1 body weights in descending order. A pre-generated table
was then used to assign ranked kittens to one of the five treatment groups. The table
consisted of pre-generated random numbers in sets of 5, by which the five heaviest kittens of
one sex were each assigned to one of the five treatment groups, with the smallest number
agsigned to Group 1, the next smallest to Group 4, the next to Group 5, then to Group 3 and
finally Group 2. This allocation process was continued for the remaining 5 sets of kitftens, A
ltttermate review was then conducted to ensure that the two 5X treatment groups (Groups 3
and 5) did not contain more than one male and one female from the same litter,
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Table 1: Sludy design

Group Test Materlal Applied Volume of each applicalisn Cupaulative smount spplied on
Day 0; aiso on Day 14
: Mineral oil ! applicalion = 0.35 ml.; 1.5 mL
29 & 3% = 0.4 mi.
2 Vehicle of proposed formulmion 3 applicmions @ 0.21 mk. .63 ml

{no active ingredients) ar 3X

3 Vehicle of proposed formulation 3 applications @ (.35 mL 1.05mL

{ro active ingredicnis) at $X

Propoged formulation 3 applicalions @ 0.23 mL 0.69mL
(wilh active ingredienis) al 3%

s Proposed formulation T app=0.35mi.; 22 & 3% = 0.4 mL 1LiSmb

{with gctive ingredicnis) at_Sx

3

C.

Doge selection rationale: According to a cover letter dated November 30, 2009 from the
registrant the proposed product Advantage IGR § is “especially designed for small cats and
kittens in a smaller single-use tube (0.23 mL).” This is consistent with the cumulative 3X
dosage of 0.69 mL indicated above, as well as the cumulative 5X dosage of 1.15 mL.

Application: The test and control substanees were topically applied using a calibrated
pipeite, with each dose split into 3 sub-applications at approximately 60-minute intervals.
Application was directly to the skin on the dorsal midline from the base of the skull to the
interscapular (between the shoulder blades) region.

Statistics: From p. 21 of MRID 47924801: “...The experimental unit was defined as the
individual animal. Descriptive statistics (mean and standard deviation) were analyzed for all
variables for all treatment groups... Statistical analyses were performed to further evaluate
body weight, food consumption, and liver values (ALT, AST, ALP and GGT) for a potential
treatment effect (using an alpha of 0.03). A repeated measures analysis of covariance
including the classification terms ‘treatment,’ ‘time,’ and *sex’; the two-way interactions
‘treatment by time,? *sex by time,’ and ‘treatment by sex’; the three-way interaction
‘treatment by time

METHODS:

1. Qbservations:

2.

a. Qbservations: The animals were observed twice daily (morning and afternoon) except
on days of treatrnent and on the first day following each dosage. On treatment days (0
and 14) kittens were observed pretreatment, and at 1, 2, 3 and 4 hours (= 15 minutes)
following completion of the third and final sub-application. On days | and 15, kittens
were observed al approximately 8:00 am, 11:00 am, and 3:00 pm (£ 30 minutes).

b. Veterinary examipations: Pliysical examinations were conducted by & veterinarian on
days -7 -3,+1, 15 and +28, The examinations included but were not limited to heart
rate, auscultation of the heart and fungs, mucous membranes, eyes, cars and genital
organs.

Body weight: Animals were weighed on Days -7, -3, -1, +6, +13, +20 and +28.
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3. Foed consumption: Food consumption was *“assessed” once daily between days -7 through
termination (day 28). In addition to dry food (150 g offered/day), any kitten that exhibited
inappetance and/or abnormat feces (loose stools or diarrhea) was offered moist food. The
amounts of moist food offered and consumed were recorded in the raw data.

4. Hemstology and clinical chemijstry: Blood was collected for hematology and clinical
chemistry assessments on unfasted kittens on the following days: - 7, +1 (approximately 21
hours post-ireatment), 15 (approximately 24 hours post-treatment), 19 {Group 5 kitten
08KPK1 only) and at termination on day 28. To avoeid putting additional stress on the
kittens, only 1 to 3 mL of blood/kitten was collected at each time, consequently, coagulation
times were not determined. All whole blood and serum specimens were shipped with frozen
ice packs. Hematology and chemistry analyses were conducted by Antech Diagnostics,
Morrisville, NC 27560. The CHECKED (X) parameters were examined:

a. Hematolo
X Hematoerit (HCT)* X Leukocyte differential count®
X Hemoglobin (HGB)* X Mzan corpuscular HGB (MCH)*
X Leukocyte count {(WBC)Y* X Mean corpuse. HGB vone (MCHC)*
X Erythrocyte count (RBC)Y* X Mean compuse. volumes (MCV)*
X Platelct count* Reticulocyte count
Blood clolling measurements™ X Heinz bodies (HBD)
(Thromboplastin tim)
(Fibrinogen)
(Prothrombin 1imc}
*Recormended lor companion animals safcty evaluation based on OPPTS 870.7260
b. Clinical chemistry
ELECTROLYTES OTHER
X Calcium™ X Albumin®
X Cliloride* X Creatinine®
Magnesium X Blood ures nitrogen®
X Phosphorus * Totef Cholesterol
X Potassinm® (K) X Globullng*
X Sodium* (NA) X Glucose®
ENZYMES (more than 2 hepatic enzymes. eg., *) X Total bilirubin *
X Alkeline phosphatase {AP)* X Total prolcin®
Chollncsterase (ChE) Triglyeerides
X Creatine phosphokinase (CK) Albumin/Globulin ratio
Lactlic acid dehydrogenase (LDI L) X Direct bilirubin®
X Alanine sminotransferase (AL T/also SGPT)* Indlrect bilirubin
X Aspartate aminotransferase (AST/also SGOT)* BUN/Creatlnine mtio
X Gamma ghetamy] teanspeptidase (GGT) TCO, Bicarbonate
Anmylase
Sorbitol dehydrogenase

* Recommended for & companion animal safety evaluatlon based on OPPTS 8§70.7200
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8. Urinalysis: Urinalysis was not conducted.

6. Sacrifice and pathology: The study did not have a scheduled necropsy, and all kittens
survived,

IL. RESULTS

A, DOSES ADMINISTERED ON A BODYWREIGHT BASIS: The only kittens treated with
the active ingredients were in Groups 4 (3X the proposed dosage treatment) and 5 (5X the
proposed dosage treatment). The cumulative doses in these groups (0.69 mL at 3X, 1.15mL
at 5X) on days 0 and 14 remained the same. As all kittens gained weight between day -1 and

13, the dosages of active ingredients on a body weight basis decreased.

Tabie 2. Dosapes for aclives on & mp/kg basis
Group 4 {3X) Day 6 {mp/kg) Day 14 (mp/kg)
Pyriproxylen Imidacleprid Pyriproxyfen Imidackoprid
Minimusm 3.999 75,725 2,770 52452
Maximum 5.575 105.564 4. 741 239.778
Mean 4.809 87.279 3.462 63.549
Group 5 {5X) Day 0 (m Day i4
Pyriproxyfen imidacioprid Pyriproxyfen Imidaeionrid
Minimuem 3.848 iif 744 4,177 19092
Maximum 9.655 182,827 T 417 140.443
Mean 7.350 139.184 5526 104.645

B. OBSERVATIONS:

1. Cosmetic effects: All kittens showed cosmetic hair coat effects (greasy, matted, and/or spike
hair at dose site) at 1-4 hours post-dose on days 0 and 14, and in some cases these effects
were noted on subsequent days, particularly in Group 1 (all 12 kittens on day 15, and 5 on
day 16), with a few occurrences in Group 2 {two kittens on day 15 and one on day 16),
Group 3 (two kittens on day 15 and one on day 16), and one in Group 5 (day 15 only). One
Group 3 female had hair coat effects on day 21,

2. Clinical signs of toxicity: Loose stools and/or diarthea occurred sporadically throughout the
study in all groups. There seemed to be an increased incidence on days 14, 15and 16
relative to days 12 and 13, but a closer examination of the data shows that days 5 and 6 also
had reduced incidences. Since days 0 and 14 were Mondays, days 5-6 and 12-13 were
weekends, and possibly the kittens were not observed as closely on those days as at other
times: refer to Table 3, below:
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Table 3. Occurrences of loose steols and diarrhea by group and sex on days 0 through 21,

Group | 0 1 2 3 4 5 [ 7 8 9 {16 |11 1213|1418 1617 18] 1% 20 | 21
& Sex
IM 1L 2L 4 1L | IL IL | IL L 1L IL
id Id 1d 1d
1D 2D | 2D iD 1D | 1D
iF tL| tL 1. 1L
1d td
1D 1D { 1D 1D iD11D 1D 1D pin] 1D | 1D
M 1L [{ IR t. IL L iL | IL
1d
1D | ID 1D 1D 1D
IF L 1L 2L L] 1L
1d td
2D ; 2D 1D | 1D 1D | 1D 1D | 1D 1D
3M IL | 1L L 1. iL 1L iw |
1d
1D iDjiDb 1D11D 1D
r L. iL 1L iL
1d
1D 1D 1D | 1D
4M . IL | 2L | 1L
id | 1d
1D 2D | 1D
4F 2L V1L 2L IL 3 2L} 3L iL L)) IL ) IL 1L
1D 1D i 1D 2D | 2D 2D ID | 1D | 2D
M 1L L] ik
1d 14
|12 1D 1 1D iD|2D] 1D ID{2D | ID
5F L{iL 2L i 1L AL L)L .| 1L | 3L 3L
1d id | 1d
1D | 1ID{2Di 1D 1D 1D§{ 1D 3 1D iD 1D W20 1D]ID
Tolat 4 7 g |22 2 4 i141 9 {14114 13] 3 211514131115 2 T 116

Number ~ number of kittens with one or more occurrences on that day; L = looge stools; d = diarrhea with

occurrence of loose stools for that Kitten on same day; D = diarrhea wilhout occurrence of loose stools.

On study day 15, kitten 08KPX1 (a male in Group 5) was observed to be lethargic. This

kitten also showed abnormal feces (loose stools and/or diarrhea on days 11, 14 and 15) and

had also shown intermittent anorexia (days 11 and 15) and a 3 g decrease in body weight
(from 939 to 936 g) between days 6 and 13.

3. Mortallty: Al kittens survived to the end of the study.
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B. BODY WEIGHT AND WEIGHT GAIN: Body weight data are presented in Table 3. All
individual kittens gained weight from Day -1 to Day 28, although some individual kittens
lost weight during some of the study intervals (Group | female 08QNMS3 lost 33 g between
days 13 and 20; Group 4 male 08QNMI lost 45 g between days 13 and 20; Group 5 male
08KPK1 lost 3 g between days 13 and 20, and Group 5 female 08JNG3 lost 62 g between
days 20 and 28). Mean body weight gains of Group 5 males and females were noticeably
lower than those of the other groups in the pericd from Day -1 to Day 20 {(which included
applications on Days 0 and 14), and this was particularly pronounced in Group 5 females as
their mean weight gains from Day -1 to 6 and from Day 13-20 (the test material was applied
at 5X on Days 0 and 14) were considerably lower than the means from other females of the

other groups,

Group & Table 4. Mean body welghts (kg)
Sex Day -7 Day -1 Day & Day 13 Day 20 Day 18
M 0713 0.841 010 1.186 1.348 1.581
2M 0.734 0.851 016 1176 1.375 1.588
M 0.727 0.845 003 1.157 1.310 1518
4M 0.696 0.825 LoD 1.134 L336 £.563
SM 0.750 0.863 1.020 1,151 1.304 .524
1F 0.627 0.739 0.883 0.990 k142 317
2f 0.643 0.758 0.913 1.035 l1.163 £.358
3F 0.629 0.742 0.867 1.022 £.201 1.353
4F 0.619 0.731 0.861 0.963 1148 1,299
SF 0.664 0,772 0.876 1.039 1,145 1.263

Table 5. Mean body welghl gains {kg)

Group & Day -7 1o Day -1 1o Day -1 to Day -1 to Dey6to | Day1lto Pay 20 to
Sex Day - Day 28 Day 20 Day 6 Dav 13 Day 10 Day 18
I M 0.12¢ 0.740 0.507 0,169 0.156 0.182 0.233
2 M 0117 0.737 0.524 0.165 0.160 0.199 0.213
IM 0118 0.673 0.465 0.158 0.154 0.153 0.208
4M 0.129 0.738 0.511 0,177 0.132 0.202 0.227
SM 0. 113 0.661 0.441 0.157 0.131 0.153 3.220
1F 0.112 0.578 0.403 0,144 0.107 0.152 0.175
ZF 0115 0.600 0.405 0.155 0.122 0.128 0.193
3F 0.113 3,611 0,459 0.155 0.125 0,179 0.152
4F 0,112 0.568 0417 0.130 0.102 0,185 0.151
SF 0.108 0.491 0.373 13, 104 0.163 0,106 0.118

C. FOOD CONSUMPTION: No freatment-related effects were reporied or are evident from
group or individual data (refer to Table 5.3, pages 182-184 of MRID 47924801). From p. 1%:
“Food consumption was assessed once daily between days -7 through termination (day 28).”
According to the text on p. 23: “Although slight decreases in food consumption were
recorded for several animals in all treatment groups on the day of treatment and/or the initial
2-3 daeys post-treatrment, food consumption gradually increased, as expected for growing
kittens, over the course of this study.”

From p. 19: “In addition to dry food, any kitien that exhibited inappetance and/or abnormal
feces (i.e., loose or diarrhea) was offered moist food.” The following is from p. 24:
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*Molst Food Offered During the Exposure Perlod
Animal 1D (Sex} | Group Trealment Ttarepoini{s) {(when Amount of Malst Food
molsl food offered) Offered per Timepolul g}
0BKPVI M) { 0X ¢Control/Reference) Days 10, 11 20. 20
0EQNMI (F) 1 0X (Control/Reference) Days 17, 18 20,20
QEKPGS {F) 1 0X (Control/Referenee) Days 17, 18 20, 20
08ONMP3 () 2 3X (Vehicle Subsiance} Dayz 19, 11, 17 24, 2o, 20
08KIE4 (F} 2 IX (Vehicle Substance) Days 17, {8 20,20
03KPV4 (F) 3 5% (Vehicle Substanec) Days 10, ] 20,20
Q8QN2 (M) 3 5X (Vehiele Substance) Days 17, {8 20, 20
08KPWG (F) 3 SX {Vehiele Substance) Day 25 10
(2QNMP4 (F) 4 3X (Tesl Substance} Days 10, 11, 23,24 20, 20, 20, 20
OBONM] (M) 4 3% (Test Substance} Days 17, 18 20,20
08KPY2 () 4 3X {Test Substance) Dy 22 20
0BKPIE (F} 4 3X {Test Substance] Days 22, 24 20,20
G8KPZ1 (M) 5 5X (Test Substance) Days 10, {1 20, 20
QK PW2 (M) 5 S¥, (Test Substance) Pays 10, tt 14,20
08KPWS (F) 5 53X {Test Substante) Days 10, 11,23, 24, 25 20,20, 20, 20, 20
08KPK1 (M) 5 5X {Test Substance) Days 15, 16, 17, 18 75, 75, 20, 20
08ONR4 (F) 5 5X fes) Substance) Day 22 20
08KQAT(F) [ SX (Test Substance) Days 22, 23, 24, 25 20, 20, 20, 20
O08ING3 (F) 3 5X {Test Subsiance) Days 24, 25 20, 20

*Table from p. 24 of MRID 47924801,

According to the protocol (see page 40 of MRID 47924801): “Kittens exhibiting inappetance
may be offered moist food” with no mention of loose stool and/or diarrhea. It appears that
the decision to provide moist food to kittens with diarrhea and/or loose stools may have been
made about day 10. Seven kittens were given moist food on day 10, although 13 showed
loose stool and/or diarrhea on that date.

Since individual food consumption values (in g/kitten/day) are reported in MRID 47924801
on a weekly (rather than daily) basis, TRB requested and received individual daily food
consumption data,

From the individual food consumption data, there is no indication that exposure to the test
material {or the control reference or vehicle substance) on day 0 resulted in a decrease in
food consumption. One control reference (Group 1) male kitten (08KPF3) is reported to

have consumed 114 g on Day 0. One Group 5 female (08KPI&) consumed only 20 g on Day
1, but thig animal had consumed only an average of 32 g/day from Day -7 to -1. On Day 14
{(second treatment) Group 5 male consumed only 6 grams, and then only 20 grams on Day
15; this kitten was then offered (in addition to the usual ration) 75 g of moist food on Days
16 and 17, and consumed 84 and 81 g of food on those days, respectively.

D. CLINICAL PATHOLOGY A YSES:

1. Hematology: No treatment-related changes were observed in any of the parameters, On
Day 15 (refer to p. 25 and p.p. 114-115 of MRID 47924801), group 5 kitten 08KPK 1 had
an increased percentage (82.5) of neutrophils, an increased percentage (37.72) of absolute
neutrophils, with elevated percentages of basophils and absolute basophils (2.2 and 1.2,
respectively). This is suggestive of a response to a bacterial infection.

Page t4 of 6

98




2. Clinleal Chemistry: No treatment-related changes were observed in any of the
parameters. On Day 135 (refer to p. 26 and p. 141-142 of MRID 47924801, group 5 male
08KPK1 had a high BUN (105 mg/dL}, normal creatinine, low sodium and low chloride,
clevated potassium, elevated total protein and slightly elevated glucose. From p. 26:
“The observed hematology and serum chemistry changes were likely secondary to
dehydration. Decreased sodium and chloride values may also be secondary to
hyperproteinemia...” An elevated BUN >80 mg/dL with a normal creatinine level
suggests a moderate-to-severe degree of acute renal failure. This kitten had loose stool
and diarthea on days 11, 14 and 15. Blood was taken from this kitten on day 19 and
hematology and clinical chemistry parameters were measured (see p. 149); by day 19 the
BUN (36 mg/dL), sodium, chloride and potassiuin levels were within normal reference
ranges.

II1. DISCUSSION AND CONCLUSIONS

A. INVESTIGATORS’ CONCLUSIONS: The study author concluded that no treatment-
related clinical signs or effects on the variables measured were observed in kittens 8 weeks of
age and older and/or up to 5 pounds treated topically, biweekly for two consecutive
treatments with 0, 3, or 5 times the label dose of the imidacloprid + pyriproxyfen spot-on.

B. REVIEWER COMMENTS: All animals survived to the end of the study. There were no
indications of dose-related signs at the 3x dose level. Possible indications of systemic
toxicity at the 5x dose level included the lethargy seen in male 08KPK1 (while this kitten
was reported to have had pre- and post-dose diarrhea on day 14, as well as diarrhea on day
1§, and had clinical chemistry results from day 15 that suggested electrolyte loss and
dehydration — consistent with the diarrhea - the possibility that treatment and/or exposure to
the test material on day 14 exacerbated its condition cannot be discounted). In addition,
mean body weight gains in Group 5 males and females in the period from day -1 to 20 were
lower than the corresponding values from other groups, and this was particularly pronounced
in Group 5 females for weceks the test material was apptied (Days -1 to 6 and 13-20).

It is conciuded that the margin of safety in kittens administered topical application of
MS880 Insecticide (9.1% imidacleprid and 0.46% pyriproxyfen) was at least 3X,
According te the OPPTS 87(.7200 Companlon Animal Safety Test Guidelines the
targeted adequate margin of safety iy 5X, but consideration can be glven to products
with less than a $X margln of safety, dependlng on the severity of clinical signs of
toxlecity (e.g. translent, non-life threatening signs), In this case, the possible (but
ambiguous) signs of toxiclty observed at 5X were limited to lethargy in one kitten
following treatment on Day 14, and lower welght galns in the test group {particularly
females, which showed redueed weight gains for the wecks in which they were freated
wlth the test material),

This stedy is acceptable and can he used to support the proposed use of M88(
Insecticide (9.1% imldacloprid and 0.46% pyriproxyfen) on kittens 8 weeks old and

older at a desage rate of 0.23 mL/application, with retreatment no more often than once
every 14 days.
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DP BARCODE: 372322

P e

»

PC CODES: 129099 (Imidacloprid); 129032 (Pyriproxyfen)
CURRENT DATE: April 15, 2010
TEST MATERIALS: Controls (Group |): Mineral Otl; Vehicle Controls (Groups 2 & 3):

Test material without active ingredients; M880 Insecticide (Groups 4 & §): Bayer

Imidacloprid/Pyriproxyfen Dog/Cat Spot On containing 9.1% Imidacloprid and 0.46%

Pyriproxyfen.
Study/Species/Lab Tox. Core
Study # / Date MRID Results Cat. Grade
Companion Animal Safety Study/Kittens 479248C1 | Five groups {each 6M & 6F) of 8 N/A A

Sinclair Research, Auxvasse, MO 65231

Beyer Animal Health Study No. 152,141/

Oclober 9, 2009,

week old Kittens were ireated on
Dnys G & t4. Group 1 was treated
with e total of 1.15 mL mineral
oil; Group 2 with a total of 0.63
mL formulation vehicle; Group 3
with .05 mL formulation vehicle;
Group 4 with 3X (#0.69 mL}
proposad formulation; Group 5
with 5X (=1.15 mL) proposed
formulation. Possible {but
smbiguous) signs of toxicity at §X
were lethargy in one kitten
following day 14 application, and
reduced mean weight galns,
particulariy in females on weeks
of treatment,

Core Grade Key: A = Acceptable, S = Supplementary, U = Unacceptable, W = Waived
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CHILD-RESISTANT PACKAGING REVIEW
Technical Review Branch

IN __12/15/2009 QUT __2/17/2010

e RN/,
7/20182/

EPA Reg. No. or File Symbol 11556-RLN, 11556-RLR, 11556-RLE

RD, TRB, Reviewed by Rosalind L. Grdés © 2/

DP Barcode__ D372321, 372324, 372323

Decision # __ 424201, 424200, 424199
EPA Petition or EUP No,

Date Division Received __12/03/2009

Type Product(s) _insecticide (flea product)

Data Accession No(s). 479248-02 803, 4792562-01,02,03. & 04, 479249-01.02.03,
& 04

Product Mgr./Chemical Review Mgr/Contact Person RM_ 01_(Kable Davis)
Division RD

Product Name(s) Advantage IGR 5, Advantage IGR 8, Advantage I1GR 18

Company Name(s)_ _Bayer Healthcare LLC _

Submission Purpose Review of CRP studies to determine if they are adeguate to
support CRP certification for retail blisters of nonchild-
resistant tubes.

Active Ingredient(s), PC code, & % Imidacloprid 9.1%
Pyriproxyfen 0.46%

Summary of Findings

The CRP certifications submitted November 30, 2009 for EPA Registration No.
11556-RLN, 11556-RLR, and 11556-RLE are acceptable. A screening of CRP
studies (MRID numbers 479248-02 &03, 479252-01, 02, 03, & 04, 479249-01, 02, 03,
& 04) revealed the CRP studies associated with the lowest senlor adult use
effectiveness (SAUE) was MRID number 479248-03 and the lowest child-resistant
effectiveness (CRE) was MRID number 479252-03. A comprehensgive review was
done for the lowest SAUE including the CRE associated with it (MRID numbers
479248-03 & 479248-02) and the lowest CRE including the SAUE associated with it
{(MRID numbers 479252-03 & 479252-04). The results of the comprehensive review for
MRID numbers 479248-03 & 479248-02 and 479252-03 & 479252-04 indicate these
studies pass the CRE sequential test chart and SAUE requirements in 16 CFR 1700.20.
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For the details of each study refer to the attached summary chart
{summarycht11556-150,151,152.doc).

Based on the CRE and SAUE values the registrant reported for MRID numbers
479252-01 & 02, 479249-01, 02, 03, & 04 along with a computerized analysis of the
data these studies pass the CRE sequential test chart and SAUE requirements in 16
CFR 1700.20. For the detaiis of each study refer to the attached summary chart
{summarycht11556-150,151,152.doc}.

In conciusion all the requirements for CRP have been met for EPA Reg. No.
115656-RLN, 11556-RLR, and 115566-RLE. However, the directions on opening the
package given to consumers must be identical to those given to the seniors
during testing for the blisters. The senior testing directions are on the labels for
EPA Reg. No. 11556-RLN, 11556-RLR, and 11558-RLE dated November 24, 2008.
Shouid any human experiencelepidemiological evidence indicate a probiem once
the product is in the marketpiace, the Agency reserves the right to reexamine this
data comprehensively and to question the child resistance of the package
involved.

Package

The package is a plastic blister with a foil backing containing tubes of product,
which the registrant refers to as a tropical foil KiSi blister. The blister is the child-
resistant packaging, CRP, not the individuai tubes.

Toxicity

The toxicity of the product, which contains 8.1% imidacioprid and 0.46%
Pyriproxyfen, is based on toxicity data for a 8.0% imidacloprid and 0.48% Pyriproxyfen
formuiation, The acute oral LDsp study MRID 470884-11 (9.0% imidacloprid and 0.48%
Pyriproxyfen) is 1088mg/kg for the female rat, no maie rat was used in the study. The
toxic or harmful amount for an 11.4 kg child is 12.5g (1098mg/kg x 11.4kg), which is
11.4mi of product (12.5g divided by 1.092g/mi [product density}).

Failure

For the purposes of CRP testing a child failure is access to 12.5¢ = 11.4ml or 9 blister
cavities, whichever is less. A blister cavity failure for the child test was defined as
any breach/penetration of the blister cavity, a visible incision or opening made by a
child, or any amount of placebo/water accessed.

A Senior Adult Use Effectiveness faiiure is failure to open the blister cavity in the
prescribed test time of 5 minutes for the first package or 1 minute for the second
package, cutting the tube while opening the blister cavity for either the first or second
package, or accessing any amount of placebo/water while opening the blister cavity for
either the first or second package.
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Toxicity, Child Failure, and Package

Package Size Toxic/Harmful Amt | Chiid Faiiure
4 tubes @ 0.23mi 50 tubes 9 tubes
4 tubes @0.4m| 29 tubes 9 tubes
8 tubes @0.4mi 29 tubes 9 tubes
4 tubes @0.8mi 15 tubes 8 tubes
6 tubes @0.8ml 15 tubes 9 tubes

Analysis of Data and Conclusion

The CRP certifications submitted November 30, 2009 for EPA Registration No.
11556-RLN, 11556-RLR, and 11556-RLE are acceptable. A screening of CRP studies
(MRID numbers 479248-02 %03, 479252-01, 02, 03, & 04, 479249-01, 02, 03, & 04)
revealed the CRP studies associated with the lowest senior adult use effectiveness
(SAUE) was MRID number 479248-03 and the lowest child-resistant effectiveness
(CRE) was MRID number 479252-03. A comprehensive review was done for the
jowest SAUE including the CRE associated with it (MRID numbers 479248-03 &
479248-02) and the lowest CRE inciuding the SAUE associated with it (MRID numbers
479252-03 & 479252-04).

Child Study 4 turquoise tube biister 0.23 mi size { MRID 479248-02) invoived
giving each chlid 3 blister cards with 4 tubes each containing 0.23 mi of water at the
start of the test. A child failure was defined as access to 9 blister cavities as the biister
card was the child-resistant feature. A test date was missing, but was in the hard copy
and the subject's age was correctly reported. The resuits were no chiid failures, but 2
children accessed 2 blister cavities each. Thls study was a pass according to the
child sequentiai test In 16 CFR 1700.20.

Senior Adult Use Effectiveness Study 4 turquoise tube blister 0.23 m! size
(MRID 479248-03 which is the lowest SAUE) involved having the test subjects open
one blister cavity during a 5 minute test period and a one minute test period. Scissors
were made available during testing because the test directions given to the seniors
called for their use. There were two age calculation errors in the study. A 62 year old
femaie was reported as 81 years old and a 61 year old male was reported as 62 years
old. However, the subjects remained in the same age group and the age and sex
distribution remain acceptable. The resuits of the study were 87% SAUE. The study
is a pass of the Senior Aduit test in 16 CFR 1700.20.

Child Study 6 orange tube blister 0.4 m! size (MRiD 479252.03 which is the
lowest CRE} involved giving each child 2 blister cards with 6 tubes each containing 0.4
mi of water at the start of the test. A child failure was defined as access to 9 blister
cavities as the blister card was the child-resistant feature. Ten children accessed one
or more blister cavities. 3 children accessed 1 blister cavity, 2 children accessed 2
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blister cavities, 3 children accessed 3 blister cavities, one child accessed 7 blister
cavities, one 51 month female child accessed 9 blister cavities {failure). The results
were one child failure. This study was a pass according to the chiid sequential test
in 16 CFR 1700.20.

Senior Adult Use Effectiveness Study 8 orange tube blister 0.4 mi size
(MRID 479252-04) involved having the test subjects open one blister cavity duringa 5
minute test period and a one mihute test period. Scissors were made available during
testing because the test directions given to the seniors called for their use. The results
of the study were 98% SAUE, a 65 year old female failed during the five minute test
period, The study Is a pass of the Senior Adult test in 16 CFR 1700.20.

Based on the CRE and SAUE values the registrant reported for MRID numbers
479252-01 & 02, 479249-01, 02, 03, & 04 along with a computerized analysis of the
data these studies pass the CRE sequential test chart and SAUE requirements in 16
CFR 1700.20. For the details of each study refer to the attached summary chart
{summarycht11556-150,151,152.doc).

In conclusion all the requirements for CRP have been met for EPA Reg. No.
11556-RLN, 11556-RLR, and 11556-RLE. However, the directions on opening the
package given to consumers must be identical to those given to the seniors
during testing for the blisters. The senior testing directions are on the labels for
EPA Reg. No. 11556-RLN, 11556-RLR, and 11556-RLE dated November 24, 2009.
Shouid any human experiencel/epidemiological evidence indicate a problem once
the product is in the marketplace, the Agency reserves the right to reexamine this
data comprehensively and to question the child resistance of the package
invoived.
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CRPdatasurnmarycht
Chemical - Pyriproxyfen 0.46%
Imidacloprid 9.1%
Company Name Bayer Healthcare 11.C

A Senior Adult Use Effectiveness fallure is failure to open the bfister cavity in the prescribed test fime of & min. for the 1% pkg or 1 min. for the 2™ pkg, cutfing
thng tt;c be while opening the blister cavity for efther the 1% or 2™ pkg, or accessing any amount of placebo/water while opening the blister cavity for either the 1% or
27 pkg.
A child failure is access to 12.5¢ = 11.4m! for Product Density 1.092g/ml or 8 tubes, whichever is less
A blister cavity failure is any breach/penetration of the blister cavity, a visible incision or opening made by a child, or any amount of placebo/water accessed.
Access to a toxic or harmful amt = 12.5g = 1.098g/kg x 11.4kg (MRID 470894-11 oral 1.Dso} = 11.4mi for Product Density 1.092g/ml
% Al - Pyriproxyfen 0.46%

Imidacloprid 9.1%

MRID PKG Description Inciude mi # Pkaes Company Dala Oata Conciusion
per Pkg Blister is CR
feature not tube,
# unit/pkg, child fail = # units, { Child Get | CRE SAUE Comprehen | Only include CRE & SALE via computer
coler, tox/harm = #unils at Begin blister cavity = be sive Review | Compu | analysis
Test & why ter
Analysi
s
56-RLN 479248-03 4 turquoise tutre @ 0.23ml in 97% 3 fail X lowest CRP Certification is ok. [abel dated
56-150) cat product | tropical foil (iKIS!) blister, pkg Aopen | SAUE& 11/24/09 same CRP directions as In
Water placebo in tube. (2 cuttube) | smast size study, Oata Analysis showed 2 age
Taxtharm = 50 fubes, child calken emors [a 62 yr old fernale was
fail = § tubes reported as 81 yrs old and a 61 yr old
male was reported as 62 yrs okd].
However the subjects remained in the
same age grp, the age & sex distribution
femains ok. Results are not affected.
SAUE is 97%, study is a pass.
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EPAREG# MRID PKG Description include mi # Pkges Company Data Data Conclusion
per Pkg Bilster ts CR
feature not tube.
# unit/pkg, chitd fail == # unils, | Child Get | CRE SAUE Comprehen | Only include CRE & SAUE via computer
color, taxham = #upits at Begin blister cavity = be sive Review | Compu | analysis
Test & why ter
Analysi
s

11556-RLN 479248-02 4 turquoise tube @ 0.23mtin | I blisters | O Fail = Pass XCRE CRP Certification is ok. A test date was
{11556-150) cat product | tropical foif (KISH blister. with 4 50 child test, 2 associated missing, but was in hard copy & subject
Water plazebo in tube, tubes chiid open 2 be with lowest age was correctly reported. 2 child open
Toxiharm = 50 fubes, chlld | each each SAUE & 2 be each. No child failures. Studyisa
fail = 9 tubes smest size pass of the child test according to
mi sequentiat test chart in 16 CFR 1700.20.
11556-RLR 479252-02 4 orange tube @ C.4mlin 97% 3 fait X CRP Cerlification is ok. Label dated
(11556-151) cat product | tropical foit (KISH) blister, pkg A open 11/24/08 same CRP directions as in
Water placebo in tube. (1 cut tube study. Data Analysis showsd 1 age
Tox/ham = 29 tubes, child tip) calcn error, a 67 yr old female was
fail = G tubes reported as 57 yrs okd. The age group &
sex distribution are off, which means
there are more older test subjects &

more than 70%fernale in the 60-70 yr
age grp. The results are still a pass of
the SAUE in 16 CFR 1700.20.
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EPAREG# MRID PKG Descriplion Include mi # Pkges Company Data Data Conclusion
per Pkg Blisteris CR
feature not tube.
# unitipkg, child fail = # umits, | Child Get | CRE SAUE Comprehen | Only include CRE & SAUE via computer
color, toxtharm = #units at Begin blister cavity = bc sive Review | Compu | analysis
Test & why ter
Analysi

11586-RLR 479252-01 4 orange tube £ 0.4miin 3blisters | OFail =Pass X CRP Certification is ok. Data Analysis
{11556-151) cat product 1 tropical foil (KIST) blister, with 4 50 child test. & showed 1 age calcn error, a 50 month
Waler placebo in fube. tubes children open > old male was reported as 51 months old.
Toxfharm = 29 tubes, child | each ibe. 4 children However the subject remained in the
fall = O tubes open 1be, 1chiid same age grp, the age & sex distribution
open 3 be, tchik remains ok. 6 childrenopen > the. 4
open4 be chikdren open 1be, 1child open 3 ke,
tchild open 4 be. No child failures.
Study is a pass of the child test
according to sequentiat test chart in 16
CFR 1700.20.
115586-RLR 479252-04 6 orange tube @ 0.4ml in 99% 1 fait X SAUE CRP Certification is ok, Label dated
0556-151) cat product | tropical foit (KISI) blister. pkg A open | associated 11/24M90 same CRP directions as in
Water placebg in tube. {no open with lowest study. SALE Is 59%, a 65 yr old female
Tox/harm = 29 tubes, child tube} CRE falled in the 5 min fest period. The study
faii = @ tubes is a pass.
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EPAREG # MRID PKG Description include mi # Pkges Company Data Data Conglusion
par Pky Blister is CR
feature not tube.
# unit/pkg, chitd fail = # units, | Child Get | CRE SAUE Comprehen | Only include CRE & SAUE via computer
codor, 1oxhamn = #units at Begin blister cavity = be sive Review | Compu | analysis
Test & why ter
Analysi
s
115856-RLR 47925203 £ orange fube & 0.4mi in 2 blisters | 1 Faii = Pass X lowest CRP Certification is ok. 10 children
(11556-15t) cat product | tropical foll {KISI) blister, with 6 50 child test. 10 CRE open > 1bc. 3 children open 1be, 2
Water placebo in fube. tubes children open > children open 2be, 3 children open 3bc,
Toxtharm = 29 tubes, child each 1bc. 3 children onie child open 7 be, one 51 month
fail = G tubes open 1bg, 2 female child open 9 be (faliure). There
children open 2bc, is one child failure, Study is a pass of
3 children open the chiid tes! according to sequential test
3be, one child chartin 16 CFR 1700.20.
open1 7 be, ong
child open 9 b
{failure).
11556-RLE 479249-02 4 purple lube @ 0.8mi in 8% 1 fail X CRP Certification is ok. Label dated
'556—1 52) cat product | fropical foil (KISI) blister, pkg A open 11/24/09 same CRP directions as in
Water ptacebo in tube. {cut into side study. Data Analysis showed 1 age
Toxtham = 15 tubes, chiid of tube) ard calen emor, a 81 yr oid fernale was
fail = 9 tubas 1failpkg B reported as 62 yrs old. However the
open in 60 subject remained in the same age gip,
sec the age & sex distribution remains ok.
Results are not affected. SAUE Is 88%,
study is a pass.
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EPA REG # MRID PRG Description Include m! | #Pkges Company Data Data Conclusion
per Pkg Blister is CR
feature not fube,
# unitipkg, child fail = # units, | Child Get | CRE SAUE Comprehen | Only include CRE & SAUE via computer
color, foxham = #units at Begin blister cawvity = bc sive Review | Compu | analysis
Test &why ter
Analysi
$
11556-RLE 479249-01 4 purple tube @ 0.8mlin 3plisters | OFail = Pass X CRP Cettification is ok. Data Analysis
(11556-152) cat product | tropical foil (KIS!) blister. with 4 50 chikd test. 5 showed 3 age calen errors, [a 44 month
Water placebo in tube. tubes children open 1bc old male was reponted as 43 months ofd,
Toxtharm = 15 tubes, child each a 46 month okl female was reported as
fail = G tubes 47 months ofd, a 49 month old female
was reporied as 50 months old].
However the subjecis remained in the
same age grp, the age & sex distribution
remains ok. 5 children open the, No
child fallures. Study is a pass of the
child test according to sequential test
chartin 16 CFR 1700.20.
479248-04 6 purple tube £ 0.8mlin 99% 1 fail X CRP Certification is ok. Label dated
cat product | tropical foil (KIS!) blister. pkg A open 11/24/08 same CRP directions as in
Water placebo in tube. {cut tip off study. SAUE is 89%, study is a pass,
Toxtharm = 15 tubes, child tube)
fail = G tubes
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MRID PKG Description include mt | # Pkges Company Data Data Conclusion
per Phg Biister is CR
feature not tube.
# unitfpkyg, child fai! =# units, | Child Get | CRE SAUE Comprehen | Only include CRE & SAUE via computer
color, foxtharmn = #units at Begin blister cavity = be sive Review | Compu | analysis
Test & why ter
Analysi
s
11556-RLE 479249-03 € purple tube @ 0.8mlin 2blisters | QFail=Pass } 4 CRP Certification is ok. Data Analysis
(11566-152) cat product | tropical foil (KISH) blister. with & 50 child test. 11 showed 1 age calcn error, a 43 month
Water placebo in tube. tubes children open > old male was reported as 42 months old.
Toxtharm = 15 tubes, child | each 1bc. 5 children However the subject remained In the
fail =9 tubes open 1 be, 3 same age grp, the age & sox distribution
chikiren open 3 remains ok. 11 children open > 1be. 5
be, 2 children children cpen 1 be, 3 children open 3 be,
open 4 b, one 2 childeen open 4 be, one ¢hild open 6
child open 6 be. be. No child fallures. Study is a pass of
the child test according o sequential test
chartin 16 CFR 1700.20.

February 17, 2010

110




Bayer HealthCare

Animal Health

Via Federal Express

November 30, 2009

Document Processing Desk (NO REGFEE - Additional Information}
Office of Pesticide Programs (7504P)
U.S. Environmental Protection Agency
Room $-4900, One Potomac Yard
2777 South Crystal Drive

Arlington. VA 22202-4501

Attention:

Subject:

Ms. Venus Eagle (PMOD)
Registration Division

AR N

Advantage™ IGR 5 (File Symbol No. 11556-XXX)
Child-Resistant Packaging Certification

Dear Ms. Eagle:

I certify that the packaging that will be used for this produc) meets the
standard of 40 CFR 157.32.

Sincerely

A et

Douglas A. Spilker. Ph. D.
Manager, EPA Repulatory Affairs
Doug. Spilker.braBaver.com

DAS/t

wmailetters/Cagl AdvantapelGRS 2009Nwv.duc

Bayer HealthCare L1LT
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47824800

Bayer HealthCare
Animal Health

Vig Federal Express

November 30, 2009

Document Processing Desk (REGFEE)
Office of Pesticide Programs (7504P)
U1.S. Environmental Protection Agency
Room §-4900, One Potomac Yard
2777 South Crysta] Drive

Arlington, VA 22202-4501

Attention: Ms. Venus Eagle
Registration Division

Bayer HoalinCare LEC
Subject: Applications for the Registrarion of Fo BOXH?@Q
Advantage® IGR 5 (Agency Tracking #74089835606), Snawnes Mission, KS 66201-0380

Advantage® IGR 9 (Agency Tracking #74089836904), and
Advantage® IGR 18 (Agency Tracking #74089637114)
products for pest control on cats and kittens

Dear Ms. Eagle:

Enclosed with this cover letter are applications for registration of three (3)
new cornpanion animal spot-on products, named Advantage IGR 3,
Advantage IGR 9, and Advantage IGR 18, and all the appropriate
supporting documents and data, These imidacloprid + pyriproxyfen-
containing products will be packaged in single-use tubes for appiication by
pet owners and veterinarians for control of various stages of flcas and lice
on cats and kittens. The purpose of this cover leiter is to provide an
explanatory overview of the submission which may aid in the processing
of the enclosed information and respective registration applications.

Although these are applications for registration of new products. the
products themselves are not really new to the Agency. On Deceraber 11,
2007, the Agency issued Notices of Registration for both Advunruge

Plus 8 for Cats (EPA Reg. No., 11556-126) and Advantage Plus 13 for
Cats (EPA Reg. No. 11556-129). The proposed three products contain the
identical formulation and use pattern, residential - indoor, as the
previously accepted products of Advantage Plis 9 and 18. Although Bayer

wnofipfiettersENA AdvantagelGR Cais 2009 Nov.dos
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Ms. Venus Eagle Page 2
Document Processing Desk (REGFEE) November 30, 2009
Office of Pesticide Programs (7504P)

U.S. Environmental Protection Agency

HealthCare subsequently voluntarily withdrew the registrations of
Advantage Plus 9 and Advantage Plus 18, this was for marketing reasons,
and not because of a safety/risk issue or lack of data for the products.
Therefore, much of the data needed to support these proposed products
have already been reviewed and accepted by the Agency during the review
process for the Advantage Plus 9 and 18, Furthermore, there are analogous
registrations for this jdentical formulation for use on dogs and puppies,
currently registered as Advantage Plus 10 (EPA Reg. No. 11556-128),
Advantage Plus 20 (11556-125) Advantage Plus 55 (11556-127) and
Advantage Plus 100 (11556-130).

Applications for three (3) new products are enclosed and include
Advantage IGR 9 (0.4 mL tube), Advantage IGR 18 (0.8 mL tube) and a
third product, Advantage IGR 5, especially designed for small cats and
kittens in a smaller single-use tube {0.23 mL). These products only differ
from one another in terms of different dose/container sizes for different
sizes of cats and kittens (see Table 1.)

Product Chemistry: The insecticide formulation is identical for ail three
of the proposed products, and is identical to the formulation previously
accepted for the imidacloprid + pyriproxyfen-containing cat products
{Advantage Plus 9 and 18), as well as the currently registered dog spot-on
products (Advantage Plus 10, 20, 55 and 100). Therefore, the product
chemistry data requirements have already been satisfied for this
formulation. Appropriate Confidential Statements of Formula for the three
proposed products are enclosed.

Efficacy: All of the products conirol fleas. These products are similar to
the imidacloprid-containing Advantage products (Advantage 9 Topical
Solution, EPA Reg. No. 11556-116; Advantage 18 Topical Solution, EPA
Reg. No. 11556-118), except a small amount (0.46%) of a very effective
insect growth regulator, pyriproxyfen, has been added to enhance efficacy
against flea eggs. Whereas Advantage was efficacious against larval and
adult fleas, the new combination product is effective against flea larvae,
adult fleas, and flea eggs. Since the data, as listed in the data matrix, to
support the flea control claims for this formulation have been reviewed
and accepted by the Agency under the previous Advantage Plus 9 and
Advantage Plus 18 actions, no new flea efficacy data are being submitted
with this application. You will also note that the proposed labels contain
many of the flea control claims found on the stamped-accepted labels for

xmofiifletters/EPA AdvantagelGR Cats 2009 Nov.doe
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Ms. Venus Eagle Page 3
Document Processing Desk (REGFEE) November 30, 2009
Office of Pesticide Programs (7504P)

1.8, Environmental Protection Agency

Advantage Plus 9, Advantage Plus 18, as well as, on the stamped-accepted
labels for Advantage Plus 10, Plus 20, Plus 55 and Plus 100 for Dogs.

The only other pest that appears on the proposed labels is the biting
{chewing) louse. To support these claims, we reference the efficacy data
previously submitted for lice control under the Advantage Plus for Dogs
product, which is referenced in the Data Matrix.

Application Method and Weight Bands: The method of application is
the same for all three products, and it is the same application method as for

the currently registered Advantage Topical Solution products. The entire
contents of the appropriate-sized tube are applied to cats or kittens to a
localized area on the neck at the base of the skull to control fleas. One
product, Advantage IGR 5, will treat cats and kittens weighing 5 lbs. or
less in size. The dose for this product is 0.23 mL of solution in a plastic
tube. The second product - ddvantage IGR 9 — will treat cats and kittens
weighing 5 to 9 Ibs. with a tube size of 0.4 mL. The third product —
Advaniage IGR 18 - will treat cats weighing 9 |bs. and greater in size, with
a tube size of 0.8 mL of solution in a plastic tube. All three tubes have
different label colors to easily distinguish them from one another.

Acnte Toxicity Studies: As discussed earlier, the insecticide formulation
is the same for all three proposed products (and the currently registered
dog products). We are relying on the previously accepted acute toxicity
studies on the formulation to support these proposed registration actions;
that is no new acute toxicity data are included with the applications. The
Precautionary label language and Signal Word are the same as the
currently EPA-accepted Advantage Plus for Dog products. Because the
acute oral toxicity value for the formulation was below the 1500 mg/kg
“trigger,” and because this is a residential use, the products must be
marketed in Child-Resistant Packaging (CRP),

Packaging: The packaging for the proposed cat products will be identical
to the packaging used with the currently registered Advantage products for
cats (EPA Reg. Nos. 11556-116 and -118) except that the tubes will be in
a Child-Resistant blister. The packaging for the cat products will consist of
a cardboard box with all appropriate label text except for the full

directions for use. Inside the box will be a leaflet containing all the label
text. Also inside the box will be a CRP blister package containing 4 or

6 tubes of the appropriate size.

x:moliffietters/EPA AdvantageiGR Cats 2009 Nov.dec
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Ms. Venus Eagle Page 4
Document Processing Desk (REGFEE) November 30, 2009
Office of Pesticide Programs (7504P)

U.8. Environmental Protection Agency

The most significant difference in the packaging between the previously
registered products - Advantage Plus 9 and Advantage Plus 18 - and the
proposed products is that the products are in a different Child-Resistant
Packaging (CRP) material. For the previous products, the CRP packaging
was made of PVC and the respective child and adult testing data were
found acceptable to the Agency. The proposed products will be produced
in K181 blisters. The packaging material scheme for all three of the
proposed registrations is similar, and the CRP testing data for the various
sizes are enclosed. The testing design to satisfy the requirements for all
product presentations was developed with the agreement of the Agency’s
expert, Dr. Rosalind Gross. CRP certification letters are also enclosed.

With regard to the overall CRP testing of the various packaging
configurations, Bayer is aware of PR Notice 97-9 regarding the electronic
submission of CRP test data, and therefore these data have been prepared
appropriately and are included on CDs.

Companion Animal Safety: Submitted in support of the previously
accepted registrations for Advantage Plus 9 for Cats and Kittens (EPA

Reg. No. 11556-126) and for Advantage Plus 18 for Cats (EPA Reg. No.
11556-129), Bayer has an appropriate domestic animal safety study on file
with the Agency that demonstrates the safety of Advantage IGR on adult
cats. The EPA concluded that the report was “Acceptable” and that the
study adequately addressed the safety requirements contained in Guideline
870.7200: Companion Animal Safety. Furthermore, the study supports a 7-
day retreatment interval. To support a label allowing treatment of 8-week
old kittens, enclosed is a new domestic animal safety study (Bayer Report
No. 33714) conducted using a protocol submitted to and accepted by the
Agency. '

Data Compensation: An appropriate data matrix listing ail of the data
necessary to support the registration of Advantage IGR 5, Advantage

IGR 9 and Advantage IGR 18 is enclosed with this application. Please
note, the enclosed data matrix cites only those data necessary for this
repistration. This registration application is for a product used only on cats
{classified as an indoor, residential use); the data matrix does not cite any
imidacloprid environmental fate, ecological effects nor residue chemistry
data because these data are not necessary for this proposed registration,

Generic Data -With regard to imidacloprid, Bayer CropScience LP
(BCS) is the basic registrant of imidacloprid. BCS and Bayer HealthCare

x:moiiyiettersEPA AdvantagelGR Cats 2009 Nov doc
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Ms. Venus Eagle Page 5
Document Processing Desk (REGFEE) November 30, 2009
Office of Pesticide Programs (7504P)

U.S. Environmental Protection Agency

LLC (BHC) are wholly owned subsidiaries of Bayer Corporation, and
therefore, the BHC, Animal Health Division, cannot claim Formulator’s
Exemption for the generic data requirements. Accordingly, enclosed are
copies of a Letter of Authorization from Bayer CropScience (EPA
Company No. 264) authorizing the use of the generic imidacloprid data by
Bayer HealthCare LLC, Animal Health Division (EPA Company No,
11556). These generic data are cited in the enclosed data matrix. With
regard to pyriproxyfen, a completed Formulator’s Exemption form (EPA
Form 8570-27) is enclosed with this initial application for Bayer to
address compensation of pyriproxyfen generic data. Also, enclosed is a
Letter of Authorization from Sumitomo Chemical Company Lid.

Product Specific Data - All of the data necessary to support the
registration of Advantage IGR 5, Advantage IGR 9 and Advaniage IGR 18
are data previously submitted by Bayer’s Animal Health group (EPA
Company No. 11556) or are enclosed with this application or were
submitted by the McLaughlin Gormley King Co. (MGK), Enclosed with
this application is a Letter of Authorization from MGK. All of these data
are cited in the enclosed data matrix. Enclosed is also a completed
Certification with Respect to Citation of Data (EPA Form 8570-34)
indicating we are choosing the Selective Method of Support for
pyriproxyfen efficacy data. Again, a Letter of Authorization from MGK to
cite these data is enclosed.

I hope this overview cover letter is helpful in processing the attached
applications. If you have any questions, please do not hesitate to call me
at (913) 268-2751.

Sizrzf%

Douglas A. Spilker. Ph.
Manager, EPA Regulatory Affairs
Doug. Spilker.b@@Baver.com

DAS/It

Enclosures

x:moiiifletters/EFA AdvaniagelGR Cats 200% Nov.doc
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Table 1.

No. of
Product Name Animal Animal Tube Size Tubes
Size (fl. 0z.) Per
Package
Advantage® IGR 5 Cats and <5 lbs. 0.0078 4
(EPA File Symbol 11556-XXX) | Kittens (0.23 mL)
Advantage® IGR 9 Catsand | 5t09 lbs. 0.014 4or6
(EPA File Symbol 11556-XXX) { Kittens (0.4mi)
Advantage® IGR 18 Cats and > 9 lbs. 0.027 4or6
(EPA File Symbol 11556-XXX) | Kittens (0.8 mL) .

x:moiijfletters/EPA AdvantageIGR Cats 2009 Nov.doc
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Document Processing Desk (REGFEE)
Office of Pesticide Programs (7504P)
U.S. Environmental Protection Agency
Room S-4900, One Potomac Yard
2777 South Crystal Drive

Arlington, VA 22202-4501

Enclosures:

Advantage IGR 5

o 1 copy Advantage IGR 5 Application for Pesticide Registration with Application
Attachment and five Appendices:
Appendix 1 - Advantage Plus 9 and 18 Registration Notices & Voluntary
Cancellations
Appendix 2 - Product Chemistry Review
Appendix 3 - Storage Stability Extension and Interim Report
Appendix 4 - Acute Toxicity Study Reviews
Appendix 5 - CRP Correspondence
Appendix 6 - Lice Study Review
Appendix 7 - Companion Animal Safety Study Review
Appendix 8§ — Companion Animal (kitten) Protocol Review
1 copy proof of PRIA payment
5 copies draft labels, date of draft 11/24/09
1 copy Letter of Authorization from MGK
1 copy Letter of Authorization from Bayer CropScience
1 copy Letter of Authorization from Sumitomo
I copy CRP Certification letter
1 copy Formulator’s Exemption (8570-27)
1 copy Certification with Respect to Data (8570-34)
1 copy data matrix (confidential)
1 copy public data matrix
2 copies Confidential Statement of Formula
3 copies data transmittal document
3 copies Bayer Report No. 33714 (Domestic Animal Safety - Kittens)
3 copies Bayer Report No. 33741 (Child Resistant Packaging Study; 4-pack/child)
3 copies Bayer Report No. 33742 (Child Resistant Packaging Study; 4-pack/adult)
1 copy CD transmittal document
1 CD (electronic data file) for Bayer Report No. 33741
1 CD (electronic date file) for Bayer Report No. 33742

e 9 © o B
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Transmittal Document

1. Name and Address of Submitter
Bayer HealthCare LLC
Animal Health Division
Box 390
Shawnee Mission, Kansas 66201-0390

Y

Douglas A. Spilker, Ph.D.
Manager, EPA Regulatory Affairs
(913) 268-2751

2. Regulatory Action in Which thig Package is Submifted
Data submitted to support the proposed registration of Advantage® IGR 5 (EPA

File Symbol 11556-XXX)

3. Transmittal Date
November 30, 2009
4, List of Submitted Studies:
MRIDNo. Volume
1 - “Evaluation of the General Safety of M881,” 40 CFR
47924801 Parts 160 and 792, T. J. Madsen, Report No. 33714,
193 p.
47624802 2 - “Clild-Resistant Packaging (CRP) Child Panel Test of
4 x 0.23 mL Advantage® IGR KISI Blisters for Cats,”
40 CFR Part 157.20 and 16 CFR Part 1700.20,
L. M. Dixon, Report No. 33741, 59 p.
479248038 3 - *Child-Resistant Packaging (CRP) Senior Adult Panel
. Test of 4 x 0.23 mL Advantage® IGR KISI Blisters

for Cats,” 40 CFR Part 157.20 and 16 CFR Part
1700.20, L. M. Dixon, Report No, 33742, 251 p.

Page 1 of 1
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UNITEDR STATES ENVIRONMENTAL PROTECTION AGENCY
ARIEL RIOS BUILDING - 1200 PENNSYLVANIA AVENUE, N.W.
WASHINGTON, D.C. 20480

OFFICE OF
PREVENTION, PESTICIDES ARD
TOXIC SUBSTANCES

April 17, 2009

Dear Sir or Madam:

This letter is a final cancellation order, advising you that under Section 6(f)(1) of the Federal
Insecticide, Fungicide and Rodenticide Act (FIFRA), as amended, EPA hereby cancels the
registrations listed on the enclosure per your request for voluntary cancellation as listed in the
Federal Register Notice dated March 18, 2009. The effective date of this cancellation order is the

date of this lefter.

As the basic registrant of the listed product(s) you may legally distribute or sell existing stocks
of the canceled products until the disposition date listed on the enclosure. Existing stocks are
defined as those stocks of a registered pesticide product which are currently in the United States
and which have been packaged, labeled, and released for shipment prior to the effective date of

the cance]lation order.

It would be a violation of FIFRA for you or any supplementally registered distributor of your
product(s) to distribute or sell any stocks currently in the United States which have been
produced, packaged, labeled or released for shipment after the effective date of cancellation, or
any existing stocks after the indicated disposition date. The Agency also expressly reserves the
right to amend the existing stocks provisions of this Order if events should so warrant,

1t is your responsibility as the basic registrant to notify any and all supplementally registered
distributors of your product(s) that this cancellation order also applies to their supplementaily
registered products. You may be held liable for violations committed by your distributors.

Unless the provisions of an earlier order apply, existing stocks already in the hands of dealers
or users can be distributed, sold or used legally until they are exhausted, provided that such sale
and use comply with the EPA-approved label and labeling of the affective product(s).  $...2.

by towed fou_ {71 T
Oscar MOI'RICS, @:ﬁt‘n‘ eeses .
Information Technology and Resources ManagemehtDivision
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VOLUNTARY CANCELLATION ORDER {ENC

BAYER HEARLTHCARE LLC

EPA CO NR: 11336 ANIMAL HEALTH DIVISION Page 1

PO BOX 390
SHAWNEE MISSION, KS 66203

EPA PRODUCT

REGISTRATION DISP DATE Product Hame
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11556-126 1/15/2¢1¢ Advantage Plus 9 for Cate

11556~12% i/1572010 Advantage Pluas 18 for Cats
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Bayer HealthCare
Animal Health

Via Federal Express

July 24, 2008

Office of Pesticide Programs (7504P)
U.S. Environmental Protection Agency
Room $-4900, One Potomac Yard

2777 South Crystal Drive
Arlington, VA 22202-4501
Bayer HealthCare LLC
Attention: Ms. Venus Eagle, PM Team 01 a0
Registration Division Shewnea Mission, KS 66201-0300
Dear Ms. Eagle:

Pursuant to Section 6(f) of The Federal Insecticide, Fungicide, and
Rodenticide Act (FIFRA), Bayer HealthCare, Animal Health Division,
is voluntarily cancelling the following registrations:

Advantage Plus 9 for Cats (EPA Reg. No. 11556-126)
Advantage Plus 18 for Cats (EPA Reg. No. 11556-129)

If you have any questions, please do not hesitate to call me at
(913) 268-2751.

Douglas X. Spilker, Ph.D.
Manager, EPA Regulatory Affairs

DAS/t

xirmoififetters/EPA AdvaningePius 9 £18 2008 July 24.doc
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1.5, ENVIRONMENTAL PROTECTION AGENCY EPA Reg, Number: Date of Issusnce:
Office of Pesticide Prognsms
Registrtion Division (7505C) 11556-126 DEC 11 2007

1200 Pennsylvania Ave., N.W;
Washington, D.C. 20460. .

NOTICE OF PESTICIDE: R

_X_Registration . - ;
___Reregistration S From: December 11, 2007

To: December 11, 2008
Name of Peaticide Produet:

Advantage Plus 9 for Cats

{under FIFRA, as amendad)

Nane and Address of Heglstrant (include ZIP Code);

Bayer HealthCare LL.C, Animal Health Division
P.0O. Box 390
Shawnec stsmn, KS 66201 -0390

Note: Cﬂ:mmm iuhdw;d:ffmng mmmmmmmmmm@mwm
R@muoniﬁwsmmiwtomofﬁaw maoum-m hwmmemﬁusm&mtnhayaﬁwh:

On the basis of information furnished hy the registrant, the above named pesticide is hereby registered/reragistered under the Fedaral Insccticide, Fungicide
and Radenticide Act.

Registration is in no way to be construed as an endorsement or recommendation of this product by the Agency. In order to proteet health and the
environment, the Administrator, on his motion, may at any time suspend or cancel the registration of a pesticide in accordance with the Act. The ecceptance
of any name in cotinection with the registration of a produst under this Act is not to be construed as giving the regisirant a right to exclugive uge of the name
or ko its uge if it has been coverad by others,

This product is conditionally registered in accordance with FIFRA section 3(c)(7)(A) provided
that you:

1, Within 1 year of the date of this letter, an acceptable Domestic Animal Safety study on kittens,
using the approved formulation, must be received and approved by the Agency. This is a time-
limited registration, therefore this registration will be allowed to expire on December 11, 2008 if
an acceptable study is not submitted.

2. Submit and/or cite all data required for registration/reregistration/registration review of your
product when the Agency requires all registrants of similar products to submit such data.

3. Make the following label changes before you release the product for shipment:
Revise the EPA Registration Number to read, “EPA4 Reg. No. 11556-126.”
b. Revise the claim “Fleaq adulticide, larvicide, and ovicide"” to read “Flea adulticide and

ovicide.”

Sigusifire of Approving Official: Date:

wr & DEC 11 207

Venus Eagle, Product Manager (01)
| Insecticide-Rodenticide Branch, Registration Division (7505P)

EPA Form 8570-6
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Page 2
EPA Reg. No. 11556-126

¢c. Revise the label claim “Ki#lls aduit fleas, larvae, and eggs” to read “Kills adult fleas and
eggs.”
d. The following claims are not appropriate for a cat label and must be deleted:
- “Remains effective afier bathing and/or swimming”
~ “Remains effective following swimming and/or shampooing”

4, The data requirements for storage stability (830-6317) and corrosion characteristics
(830- 6320) bave not been satisfied, and must be submitted within eighteen months of the
date of this letter.

5. Submit one copy of the revised final printed label for the record before you release the
product for shipment.

If these conditions are not complied with, the registration will be subject to cancellation in
accordance with FIFRA section 6(e}. Your release for shipment of the product constitutes acceptance of
these conditions.

A stamped copy of the label is enclosed for your records,
Venus Eagle
Product Manager {01}
Insecticide-Rodenticide Branch
Registration Division (7505P)

Enclosure
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Reason To Issue:  Minor Updates Date: 09!17!07
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{Front Panel) ,,,é%%mn
o I EPA Letter Datody
Advantage™ Plus 9 B DEC 11 2007 q

Topical Solution

Once-A-Month Topical Flea Treatment for Cats and

\1 S G~ 1 Y [l

Kittens 9 Weeks and Older and 9 ibs. and Under

READ THE ENTIRE L ABEL BEFORE EACH USE F‘\ VS "\?‘

For the Prevention and Treatment of Flea Infestations Qc(z‘

Auvailable only through licensed practicing veterinarians
For use on cats and kittens 9 weeks of age and older
Advantage Plus contains {imidacloprid], and [an/the] [insect growth regulator]
[IGR] [pyriproxyfen] [Nylar®]*

A single topical application remains effective for at least 4 weeks

Cornvenient, easy to apply topical solution

Once a month topical flea treatment for cats 9 weeks of age or older
Advantage Plus is indicated for the prevention and treatment of fleas on cats

9 weeks of age and oider

For the treatment and prevention of flea infestations

One treatment prevents further flea infestations for at least 4 weeks

Kills 98-100% of the fleas on cats within 12 hours and continues to prevent
infestations for at least four weeks

Kills fleas before they lay eggs

Larval flea stages in the cat’s surroundings are killed following contact with an
Advantage Plus treated cat

Kills larval stages of fleas in the pet's environment

Kills 98-100% of fleas within 12 hours of application

Stops existing flea infestations by killing adult fleas

Prevents reinfestations by killing adult fleas before they lay egps

Prevents flea eggs from hatching

Effectively breaks the flea life cycle

Effectively targets all {life] stages of [fleas]

3-way flea protection ({kills] [confrols] adults, Iarvae, and eggs)

Prevents flea eggs [and flea larvae] from developing into [(biting) (adult)] fleas
Treatment with Advantage Plus rapidly kills fleas and may reduce the incidence
of Flea Allergic Dermatitis [FAD]

Flea adulticide, larvicide, and ovicide

x:moiij/labelspr/AdvantagePhisdd Doc Page I of 9
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
WASHINGTON, D.C. 20480

. OFFICE OF
PREVENTION, PESTICIDES AND
TOXIC SUBSTANCES

JAN 1 2 oo

Mr. F. Terry McNamara

Bayer Corporation

Animat Health, Agriculture Divigion
P.O. Box 390

Shawnee Misgsion, KS 66201

Subject: Applications for New Advantage Products
Reg. No. 11556-REA, REO, REL REL, RET, RGN
Your submission date, April 7, 2000

Dear Mr. MicMamara:

The labeling referred to above, submitted in connection with the above registrations under
the Federal Insecticide, Fungicide, and Rodenticide Act have been reevaluated based on the
additional information given, however, there are a number of things that the Agency insist upon
and Bayer must comply but registration will be issued.

Enclosed are the conclusions issued by the Product Chemistry Branch. Please read the

review and make changes as specified. Upon making the changes, please resubmit your labels and
CSFs. If there are question, call me at 703 305-5409,

Dant Daniel Et T

Insecticide-Rodenticide Branch . o

Registration Division 7505C seases 3 Cee
Enclosure: ..E‘.E

intemiet Addreas (UAL} » hitp:/ivawnw.epa.gov
RecyclatiHecyciably « Prinied with Vegstable Off Based Inks on Recyciad Papar (Minimism 30% Posicansiimear)
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*Product ingredient source information may be entitled to confidential treatment*

DATE: 22/NOV/2000

SUBJECT: PRODUCT CHEMISTRY REVIEW OF MP [] EP's [X]

DP BARCODE No.:  D270181 gt
REG./File Symbol No.: 11556-REA
PRODUCT NAME: Advantage Plus 9 for Cats
AND
DP BARCODE No.: D270183
REG./Fiie Symbol No.: 11556-RET

PRODUCT NAME: Advantage Plus 10 for Dogs

DP BARCODE No.: D270184
REG./File Symbol No.: IISSG-REL
PRODUCT NAME: Advantag

DP BARCODE No.: D270182

REG./File Symbol No.: 11556-REQ

PRODUCT NAME: Advantage Plus 18 for Cats
AND

DP BARCODE No.: D270186

REG./File Symbol No.: 11556-RET

PRODUCT NAME:__ Advantage Plus 55 for Dogs
AND

DP BARCODE No.: D270188 & FILE

REG./File Symbol No.:11556-RGN

PRODUCT NAME:__ Advantage Plus 100 for Dogs

COMPANY: Bayer Corporation
FROM: Linda L. Kutney, Chemist e, L \,g,.,,(—u_l

Product Chemistry Team
Technical Review Branch (TRBYRD (7505C) -1 Z-00

TO: Tina Levine/Dani Daniel, PM #4
Insecticide Branch/RD(7505C)

INTRODUCTION

-
- »
-
-

The Bayer Corporation previously applied for registration of six new Advantagg,Rlus insecticides
intended to kill fleas onddifferent Sael F

cats and dogs. The new products differs from the previous ones in that they inglpdesan insece
growth regulator, pyriproxyfen, to help control flea eggs, and contains an additional inerts T}

- [ 1
“"1" ......
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_*Product ingredient source information may be entitled to confidential treatment*

(L. Kutney) reviewed these data on June 2, 2000. All six products contain identical CSFs (dated
4-7-00) and separate proposed labels (dated 4-7-00). This review summarizes the Agency
.conclusions included in the June 2, 2000, review, Bayer's October 27, 2000, rebuttal to the
Agency's conclusions and the Agency's response to Bayer's rebuttal.

temn I

Agency Conclusion of June 2, 2000

Because the nominal concentrations of a.i.’s on the CSF are not identical to the label
concentrations, the Registrant should resubmit the CSF and label and ensure that the
concentrations of the a.i.’s are correct and identical.

Bayer's Rebuttal of Qctober 27, 2000

"The nominal concentrations of a.i.’s on the CSFs and the draft product labels are identical.
For example, the upper and lower certified limits for imidacloprid are 9.6% and 8.6%,
respectively, and the nominal concentration for imadacloprid is 9.1% on both the CSF and the
draft labeling. Please note, the upper, lower and nominal concentrations for imidacloprid are
identical to those on the CSFs and labels for the 7 registered Advantage products (EPA Reg,
Nos. 11556-116 through 11556-122). For ease of reference, a CSF for Advantage 10, EPA Reg.
No. 11556-117, is enclosed. The Confidential Appendix of the review states "The CSF for the
subject product contains a nominal concentration of imidacloprid of 8.9% and of pyriproxyfen
{ of 0.45% not 9. 10% and 0.46%, respectively as stated on the proposed label.” As 8.9% is not
on the CSF, we surmise that this value may have been calculated to correct for percent purity of
the technical materjal. Thus, the nominal concentrations of the a.i.'s on the CSF are identical to
the label concentrations, and the CSF and draft labeling for the Advantage Plus products are
correct.”

Agency Response of November 21

Subpart D-Product Chemistry Data Requirements, May 24, 2000, draft, defines the neminal
concentration required by 158.155 as the "amount of active ingredient that is most likely to be
present in the product when produced,” in other words, the %active ingredient in the product
(See also OPPTS 830.155, p.1). In addition, the nominal concentrations on the CSF and the
draft label must be identical.

The Agency reiterates that "The CSF for the subject product contains a nominal concentration of
imidacloprid of 8.9% and of pyriproxyfen of 0.45% not 9.10% ond 0.46%5, respectively as stated
on the proposed label.” Bayer is correct in assuming that the nominal concentration of

imidacloprid is corrected to account for the fact that technical imidacloprid a.i.
pure, and technical pyriproxyfen a.i.
The nominal concentration of each a.i. from the CSF is calculated, as follows:

pure,
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nominal concentration ofthe a.i, =

The amount of each a.i_ (ko). column 138 x (% purity of &.i. technical)

Total weight of components in column 13a

Bayer may either make sure that the label stated concentration is adjusted to be identical to the
nominal concentrations of the a.i.'s or adjust the amount of each a.i. component so that the
nominal concentration of each a.i. is identical to the proposed label concentration.

Item 2
Agency Conclusion of June 2, 2000

The name and address of the suppliers of inerts should be included on a revised CSF.

"Bayer acknowledges that the supplier(s) for “specialty” or proprietary materiais must be listed on
the CSF, but for those chemicals which are considered "commodity” chemicals, Bayer has not
routinely listed the suppliers. As examples, the CSF's for the Advantage formulation (EPA Reg.
Nos. 11556-116 through 11556-122) do not list the suppliers. The enclosed CSF for Advantage
10, EPA Reg. No. 11556-117, is a specific example, The Agency has permitted this in the past
and acknowledges this practice which allows a change in source of these commodity chemicals
without notification as permitted under PR Notice 98-10, Section IIl, B, 1.

As all of the inert ingredients in the proposed formulation for the A Plus products are commodity
chemicals and are the same commodity chemicals which are in the Advantage formulation (Reg
Nos 11556-116 through 11556-122) for which the Agency did not require the suppliers to be
listed, Bayer would prefer not to list the suppliers of these chemicals for the Advantage Plus
formulation.”

Agency Response of November 21

The Agency routinely requests the names and addresses of suppliers of inerts on CSF's in order to
be able to contact the supplier about the contents of their inerts, when necessary. The
Instructions to EPA Form 8570-4, for Confidential Statement of Formula, Supplier Name and
Address, number 11, specify that the Registrant should, "Provide the name and address of the
supplier of each component in the (CSF) formulation. If one or more components will be
obtained from more than one source, specify the names and addresses of the alternate sources
also." There is no exception for "commodity chemicals."

A revised CSF including the name and address of the suppliers of inerts is still required.

-3~
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Item 3

Agency Conclusion of June 2, 2000

The enforcement analytical method (40CFR 158.180) will be satisfactory, providing the
Registrant submits a new copy not labeled “Confidential Business Information.” This is a 3-97
FIFRA requirement {Section 10 (d){(1))needed for enforcement purposes, etc.

B utfal of 27, 2000

"One copy of the method without any "confidential” markings is included with this letter. Please
note that this method is to be used for all six product applications,

Agency Response of November 21

An analytical method labeled "CBI" is not permitted as an enforcement method. The Agency
acknowledges the receipt of the enforcement analytical method without this label and considers
that the requirement for analytical method (40CFR 158.180) is now satisfied.

{tem 4

Agency Conclusion of june 2. 2000

Group B Product chemistry requirements listed in Series 830 Guidelines under 40CFR 158.190
explodability (830-6315), Storage Stability of the Product (830-6317), miscibility (830-6319) and
dielectric breakdown voltage (830-6321) have not been fulfilled and should be submitted.

Bayer's Rebuttal of QOctober 27, 2000

Explodability "The OPPTS Test GDL. 830.6316 for Explodability states 'The explodability test is
necessary for use in precautionary labeling of pesticides when the product is potentially explosive.'
Previous Agency guidance (Roadmap for Guidance to Product Chemistry Guidelines' report from
Anne Lindsay...) on this data requirement stated the requirement is for dusts and dusts from
granular or powdered products, The Advantage Plus formulation is a liquid formulation.
Moreover, it is not potentially explosive. The currently registered Advantage formulation is not
potentially explosive and the Advantage Plus formulation would be even less explosive..."

Agency Response of November 21

Explodability

The Agency is aware that Advantage Plus is 2 liquid formulation. Section 158,190 of the 40
Code of Federal Regulations states that explodability testing is required if the product is

-4 -
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potentially explosive. However, the requirement for data concerning explodability definitely
applies to liquid end use products as well as dusts and dusts from granular or powdered products.
In fact, some liquids have a very high explosive potential, e.g., nitroglycerine.

Registrants are obliged to characterize the explodability of new end use products, in the absence
of data or documentstion to the contrary, the Agency may consider that any new product may be
potentially explosive. Bayer has now certified that the currently registered Advantage
formulation is not potentially explosive and the Advantage Plus formulation would be even less
explosive...due to substitution of substitution of organic some organic solvent with water.

The requirement for explodability testing, OPPTS Test GDL 830.63186, is now satisfied.

Baver's Rebuttal of October 27, 2000

Storage Stability As stated in 830.1000 Background for Product Properties Test Guidelines for
the (viiit) OPPTS 830.6317 Storage Stability discussionon p 17

. “The requirement for data (storage stability) on the EP applies on when: The product use
pattern is one for which performance (efficacy) data are required (40CFR 158.640); the
results of the storage stability study indicate that the concentration of any active ingredient
is not within the certified limits or degradates of toxicological significance are detected in
the study; or product instability is suspected or incidents of instability are reported.”

Advantage Plus does not meet any of these conditions, as it is an EP, it is not registered for the
use patterns for which efficacy data are required under 40 CFR 158.640, and the product/a. i."s
are known to be stable. Thus, storage stability data for the Advantage Plus formulation should
not be required for submission.

Agency Response of November 21

Product Properties Test Guidelines OPPTS 830.6317 (b) for Storage Stability states that, "The
objective of storage stability testing is to determine how long the product will retain the percent
a.i. in its packaging material corresponding to its useful shelf life. The storage stability study
provides data on change (or lack of change} in product composition over time, If certain
ingredients decompose, other new chemicals are formed whose toxicity and other characteristics
must be considered " Bayer should read 830.6317 for details concerning the requirements for
storage stability testing. Storage stability testing is required end-use formulations, including the
Advantage Plus formulation,

Bayer's Rebuttal of October 27, 2000
Miscibility GDL 830.6319 for Miscibility states:

. "This test is intended to determine whether a pesticide solution is suitable for application

-5-
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after dilution with oil or other nonpolar solvents where applicable, instead of water. Data
on miscibility also provide necessary information to support acceptable labeling for tank
mix and spray applications (if the tank mix of the pesticide product is oil based or diluted
with oil).”

Agency Response of November 21

GDL OPPTS 830.6319 for miscibility states, "Data on the physical and chemical characteristics of
pesticide products are used to confirm or provide supportive information on their identity. Such
data are used in reviewing the production or formulation process to produce the pesticide or
product." However, the Agency is willing to concede that, as stated in 40 CFR 158,190 "the
miscibility test is required if the liquid is an emuisifiable liquid and is to be diluted with petroleum
solvents." Provided there is no alteration of use pattern for Advantage Plus which would involve
dilution with petroleum or non-polar solvents, there will be no requirement imposed for miscibility
testing.

Dielectric Breakdown Voltage

...Advantage Plus is to applied directly to dogs and cats in small volumes...use is not around
electric equipment...

Agency Response of November 21

GDL 830.6321 states that dielectric breakdown voltage is required when the pesticide product is
used on or in the vicinity of electrical equipment and electrical conduits. Dielectric breakdown
voltage will not be required for this product, provided there is no alteration of use pattern which
would increase exposure of the pesticide handlers to electrical equipment or electrical conduits.

The requirement for data concerning dielectric breakdown voltage is now satisfied.
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SUBJECT: PRODUCT CHEMISTRY REVIEW OF MP[] EP[X]
DP BARCODE No..D263763 REG /File Symbol No.:11556-REA

PRODUCT NAME: Advantage Plus 9 for Cats
COMPANY: Bayer Corporation

i Reviewer: Linda L. Kutney

2. Company: Bayer Corporation

3. Type of Submission: Registration [X] Reregistration [] New [X] Resubmission [ ]
Amendment [ ] "ME-TOQ" [X] Alternate Formulation [] Experimental Use Permit [
] Other (Specify)

4. If "Me-TOO" Registration, this product is [ ]is not [X] similar or substantially similar to
EPA's Reg. No.:
11556-116
H not, comment in Confidential Appendix on the significant differences between the registered
and the new source,

CONFIDENTIAL STATEMENT OF FORMULA
5. Type of formulation and the sources of active ingredients:

© Non-integrated formulation system. .. R b4 |
® Are all technical grade active mgredlents used regnstered'? @ yes [X] @ no [ ], Ifno,

specify
® Integrated formulation system..............e.........[ ]
6. Clearance of intentionally added ingredients in the formulation for the intended use

(indicate in the Confidential Appendix those that are not cleared; the PC Codes should be
provided by the chemist on the CSF for those that are cleared):

6(a) Formulation intended for food use under 40CFR§180.1001:
@yes[] @ no[X] ® Some are cleared, others are not [ ]
Cleared under list: @ ¢[ ] @ d[ ] ®el]
Are there any limitations for use as an inert under  40CFR§180.1001?

® yes[ ] @ no [X], Ifyes, specify

6(b) Formulationintended for non-food use:
@ yes [X] @ no[ ] ® Some are cleared, others are not [ ]

6{(c) Clearance by the FDA of certain formulations under 21CFR§170 to 199,e.¢.,(a) indirect
food additives, such as food contact surface sanitizers; adhesives, coatings, paper and
paperboard products that may contact food in packaging or holding; & (b) substances

-7
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generally recognized as safe, GRAS
@ yes[] @ no[X] @ Some are cleared, others not [ ]
If yes, the entire formulation is cleared under 21CFR$

The density, pH, and flammability values given on the CSF are identical with those of
GRN 830.7300(density), 830.7000(pH), and 830.6315(Flammability), respectively: L4

yes [X] ®no (]

The nominal concentrations (NC) of the active ingredients and the upper and lower
certified limits (UCL & LCL) are as follows:

Active ingredient(s) REG-NO % by weight

NC UCL LCL
Imidacloprid
Pyriproxyfen
S The calculated NCs, based on the pure active ingredients (PAI), are identical to those on
the label:
® yes [] ® no [X]

Not acceptable for imidacloprid and Pyriproxyfen-as required in PR Notice 91-2

10.

11.

12.

13.

The certified limits are within the standard limits as per 40CFR§158.175 or are adequately
explained if different: ® yes [] ® no [X]
PRODUCT LABEL

The chemical names of the active ingredients on the label are identical to those on the
CSF: ®yes[X] ®noj]

The appropriate physical and chemical hazards statement regarding flammability or
explosive characteristics of the product are given on the label:
@ ves|[ 1] ®no[] @ notapplicable [X]

The storage and disposal instructions for the pesticide and container are in compliance

with PR Notice 84-1 for household use products or PR Notice 83-3 for all other uses:
® yes [X] ®nol]
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PRODUCT CHEMISTRY DATA (SERIES 830 Subgroup A & Subgroup B)

14. Chemical IDs/Manufacture/ Data Required | MRID No.
Analytical Information Fulfilled

New Guideline:830.-- _

1550, Chemical Identity{(CSF) N 1 450969-02
1600. Beginning Materials Y 450969-02
1620. Formulation Process

1670. Discussion of Impurities Y 450969-02
1700. Preliminary Analysis Y 450969-02
1750, Certified Limits(CSF) N 450969-02
1800. Enforcement of Analytical Method Y 450969-01

15. Physical/Chemical Data Value or MRID No.

Properties Required Qualitat,

6303, Physical State Y Liquid 450969-03

7300. Density/Bulk Density Y 1.092 Ibs/gal 450969-03

7000. pH NA 6.02 450969-03

6314. Oxid/Red Action Y No ox. Orred. | 450969-03

Action

6315. Flammability-Flash Point Y above 100.2°C | 450969-03

6315. Flame Extension NA —

6316. Explodability Y -- 10-27-00
Bayer
rebuttal

6317. Storage Stability. N - -

7100. Viscosity Y 5.13 ¢St 450969-03

-
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6319. Miscibility Y - 10-27-00
Bayer
rebuttal

6320. Corrosion Characteristics Y Non-corrosive | 450969-03

as packaged,
tested for
about 30 days

6321. Dielectric Breakdown Volitage Y - 10-27-00
Bayer

rebuttal

Explanations: Y = The Requirements Were Fulfilled; N = The Requirements Were Not Fulfilled;

NA = Not Applicable; G = Data Gap, U = Requires Upgrading; I = Incomplete or In Progress; W =

Waived.

w] Q-

138




139



Doug To Davis.Kable@apamail.eps.gov
Spiker/SHAWN/AGCH

EM/US/BAYER ce

O7/08/2008 11:18 AM bee Bruce Main@BAYER-US-NOTES; Rex
Henry/SHAWN/AGCHEMAUS/BAYER@BAYER-US-NQTES;
Jochem
Rueter/SHAWN/AGCHEM/US/BAYER@BAYER-US-NOTES;
john@ectodsv.com

Subject Re: Advantage Plus (EPA Reg. Nos. 11556-125, -127, -128,
-130} - Final Stability Report

Bo,

We understand that the final 12-month storage stabllity study to support the registration of
the subject products is due 1o the Agency by May 31, 2010. As demonstrated by the
submission of the interim report, this study is in progress and we plan to meet the
Agency's deadiine.

Sincerely,

Doug

Doug Spilker

Manager - EPA Reg. Affairs
BAYER HEALTHCARE LLC
ANIMAL HEALTH

Office; +1 913-268-2751

Moblle: +1 816-506-3102

Fax: +1 913-268-2135

Email: doug.spilker.b@bayer.com

Address:

P.C. Box 350

Shawnee Mission, KS 66201-0350

Country: USA

Bayer Animal Health "Fowered by People, Driven by Sclence”

Davis.Kable@epamail.epa.gov

Davis.Kaeble
;@:&am&if.ap To Doug Spilker <doug.splker.b@bayer.com>
07/07/2609 .
0801 AM Subject Re: Advantage Plus (EPA Reg. Nos. 11556-125, -127, -128,
=130} ~ Interim Stability Report
. L
sesene
]
... -.
D ~ sesves HENY
S
Thanks for sending the interim report. Please confirm that yOiseess
understand that the completed report must be formally submitted 3:(3: .
the s o
Agency by May 31, 2010. "E": "'"
'TEX R ) sanw
Have a great Tuesday! *uee
Bo s we
..=...
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Kable Bo Davis, MS

Entomologist

U.S. Envirvonmental Protection Agency
Insecticide-Rodenticide Branch
Registration Division (7505P)

1200 Pennsylvania Ave, NW
Washington, bC 20460

Tel: 703 306-0415
Fax: 703 305-6596
Email: davisg.kable@epa.gov

From: Doug Spilker <doug.spilker.b@bayer.cor>

To: Kable Davis/DC/USEPA/US@EPA

Ce: Venus Eagle/DC/USEFA/USEEPA

Date: 07/02/2009 08:54 AM

Subject: Advantage Plus {EPA Reg. Nos. 11856-125, -127, -128,

~130) - Interim Stability Report

Dear Mr. Davis,

Reference is made to the Agency's letter of April, 20, 2009,
grancing an

extension in time to conduct the storage stability {830.6317)
studies

required to support the continued registration of the subject
products.

As reguested, please find attached ocur 3-month interim report for
this

study, ghowing that the product is within specifications at the
3-month

testing point. The interim report algo liists the other testing
points

for your information.

If you have any guestions on thizg information,
please let us know.

- L ]
atsase
Sincerely, .
Doug 2. %
:.O:c: .« »e
bouglas A. Spilker, Ph.D. s o .
Manager - EPA Reg. Affairs ceses
BAYER REALTRCARE LLC o e B
ANIMAL HEALTH ° * .2 :
Office: +1 913-268-2751 vees LL IR L
Mobile: +1 816-506-3102 venee® .
Fax: +1 913-268-2135 O
Email: doug.spilker.bé@baver.com b
[ ] »e
..=.'.
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Address:

P.0O. Box 390

Shawvmee Mission, K8 66201-039%0
Countyy: USA

Baver Animzl Health "Powered by People, Driven by Science®

The information contained in this e-mail is for the exclusive use
of the )

intended recipient{s) and may be confidential, proprietary, and/or
legally privileged. Inadvertent disclosure of this message does
not

constitute a walver of any privilege. If you receive thiz message
in

“error, please do not directly or indirectly use, print, copy,
forward,

or disclose any part of this message. Please alpo delete this
e-mail

and all copies and notify the sender. ‘Thank you,

For alternate languages pleazse go to
http://baverdisclaimer.bayerweb, com

fattachment "Adv Plus Storage Stab Interim.PDF®* deleted by Kable
Davis/DC/USEPA/US]
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Doug To Kable Bo Davis,

HAWN/AGCH
EWUSBAYER cc Venus Eegle
071022008 07:42 AM bee
Subject Advantage Plus (EPA reg. Nos. 11556-125, -127, -128, -130)
Dear Mr. Davis,

Reference is made to the Agency’s letter of April, 20, 20609, granting an extension in time
to conduct the storage stabllity {830.6317) studies required to support the continued
registration of the subject products. As requested, please find attached our 3-month
intarim report for this siudy, showing that the product is within specifications at the
3-month testing point. The interim report aiso lists the other testing points for your
information.

If you have any guestions on this Information,
pisase iet us know.

Sincerely,
Doug

Dougias A. Spilker, Ph.D.
Manager - EPA Req. Affairs
BAYER HEALTHCARE L1.C
ANIMAL HEALTH

Office: +1 913-268-2751

Mobile: +1 816-506-3102

Fax: +1 813-288-2135

Email: doug.spilker.b@bayer.com

Address:

P.0. Box 330

Shawneo Mission, KS 66201-0390
Country: USA

Bayer Animal Healih "Powered by Peopia, Driven by Sciance”

Adv Plus Storage Stab Intesn PDF
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Ecto Development Corporation
1229 N. Jesse James Road
Excelsior Springs, Mo 64024

Stability Report Page1 of3
Product: Advantage Plus (Bayer HealthCare, LLCY also known as M880 Insecticide)

Study No.: M880502 Reg. No.: EPA Reg. No.: 11556-128, 11556-125, 11556-127,
11556-130%
Report To:  Joe Dyer Time Point Date Time Point Date
Bob Pennington 0 month 03/25/09 12 month 03/25/10
Cody Pennington 3 month 06/25/09 18 month 06/25/10
Jochem Rueter 6 month 09/25/09 24 month 09/25 /10

9 month 12/25/09

Number in storage

A KPOS8CN 4x4mL 40 packages
B KPOSSCL 4x2.5mL 40 packages
c KPO58CD 6x1mL 40 packages
D KP0OSSCB 6x0.8mL 40 packages
E KPOS8CA 6x04ml 40 packages

Storage Location: Ecto stability Room B Storage Conditions: ambient room temperature

Stability type: GLP Description: clear amber

*The four EPA registration numbers listed in this report are for the dog products. This stubility study will also be
used to support the proposed registration for cats. Package D, the 0.8 mL sive, is for lerge cats and is not currently
registered with EPA.

Analyses Target intits Method

Appearance Conforms {o description visual (pass/fail)
Inidacloprid 9.10% 8.6%-9.6 % wiw Ecto 105 (Bayer TMC 1402)
Pyriproxyfen 0.46% 0.41%-0.51% wiw Eecto 105 (Bayer TMC 1402)
Corrosion of package note any corrosion or changes in tube visual (pass/fail) -

*Inert ingredient information may be entitled to confidential treatment*
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Product:

Study No.:

Stability Report Page 2 of 3

Advantage Plus (Bayer HealthCare, 11L.C)( also known as M880 Insecticide)

MBB80502

Reg. No.: EPA Reg. No.: 11556-128, 11556-125,
11556-127, 11556-130

% Imidscloprid (limits 8.6%-9.6% w/w

Time Point Analyst/Date Package | Package | Pachkage Package Package
Reporied A B C D E
0 month I. Rose -03/30/0% 9.15 9.05 9.24 9.31 9.16
3 month J. Rose —06/26/09 8.69 8.71 9.03 9.16 9.08
6 month
9 month
12 month
18 month
24 month
% Pyriproxyfen (limits 0.41% - 0.51% w/w)
Time Point Analyst/Date Package | Package | Package | Package | Package
Reported A B C D E
0 month J, Rose -03/30/09 045 045 0.46 047 0.46
3 month J. Rose ~06/26/09 0.45 043 047 0.48 0.45
6 month
S month
12 month
18 menth
24 month
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Product:

Stability Report

Stuady No.: MB80S02

Page 30of 3

Advantage Plus (Bayer HealthCare, LLC)( also known as M880 Insecticide)

Reg. No.: EPA Reg. No.: 11556-128, 11556-125,
11556-127, 11556-130

Product Appearance (clear amber)

Time Point Analyst/Date Package | Package | Package Package Package
Reported A B C D E
0 month J. Rose -03/30/09 pass pass pass pass pass
3 month I. Rose -06/26/09 pass pass pass pass pass
& month
9 month
12 month
18 month
24 month
Package appearance { no leaking, no corrosion, do tube deformation)
Time Point Analyst/Date Package | Package | Package Package Package
Reported A B C b E
0 month 1. Rose -03/30/09 pass pass pass pass pass
3 month 1. Rose -06/26/09 pass pass pass pass pass
6 month
9 month
12 month
18 month
24 month
Date: 7/ Oi] :fﬁ

Reported by:




UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
WASHINGTON, D.C. 20460

OFFICE OF
PREVENRTION, PESTICIDES
AND TOXIC SUBSTANCES

Douglas A, Spilker
Bayer HealthCare LLC
Animal Health Division
P.O.Box 350

Shawnee Migsion, KS 66201-0390 APR 20 2000

Dear Dr. Spilker:
Subject: Storage Stability and Cotrosion Characteristics; Request for Time-Extension

EPA Registration No. 11556-125, 11556-127, 11556-128, 11556-130

Date Submitted: March 12, 2009

The Agency has received your request to extend the due date for submittal of storage stability

(830.6317) and corrosion characteristics (830.6320) studies as required by Registration Notices dated
September 18, 2007 for the products referenced above. These conditions of registration must be
received by the Agency no later than May 31, 2010. If these conditions are not-complied with, the
registrations will be subject to cancellation in accordance with FIFRA section 6(e). Your release for

shipment of the product constitutes acceptance of these conditions. 1f you have any questions regarding

this letter, please contact me at (703) 306-0415.

Sincerely,

Kable Bo Davis
Entomologist
Insecticide-Rodenticide Brach
Registration Division (7505P)
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Bayer HealthCare

Animal Health Division

Viag Federal Express

March 12, 2009

Document Processing Desk (NO REGFEE)
Office of Pesticide Programs (7504P)

U.S. Environmental Protection Agency
Room S-4500, One Potormac Yard

2777 South Crystal Drive

Arlington, VA 22202-4501

Attention: Ms, Venus Eagle/PMO1
Registration Division (7505P)

Subject: Advantage Plus 10 for Dogs (EPA Reg No. 11556-128)
Advantage Plus 20 for Dogs (EPA Reg No. 11556-125)
Advantage Plus 55 for Dogs (EPA Reg No. 11556-127)
Advantage Plus 100 for Dogs (EPA Reg No. 11556-130)
Requests for Extension in Time for Submission of

Storage Stability/Corrosion Studies:

Dear Ms. Eagle:

On September 18, 2007, the Environmental Protection Agency granted the
Conditional Registration of the subject products, based on conditions
among which was the submission of reports to fulfiil the data requirements
for storage stability (830-6317) and corrosion characteristics (830-6320).
These data were to be submitted within eighteen months of the date of {the
registration). This letter is to request an appropriate extension in time for
submission of these data to support the continued conditional registration
of all four (4) products.

Although the registration of these products for use for fiea control on dogs
was granted, these products have never been produced, packaged or sold.
As the Agency is aware, the original set of applications included two
additional products with the identical formulation for use on cats and
kittens. These registrations (11556-126 and -129) were subsequently
voluntarily cancelled pursuant to Section 6{f) of FIFRA. Curreatly
additional studies are in process to allow for Bayer Animal Health to apply
for this same formulation to again be registered for use on cats and kittens.

xrenctijistters/Veaus Esgle 2009 March.doc

Bayer HaalihCare LLC
Anima Hoalth Division

RO, Box 380

Sharwmcs Misglon, KS 86201

Phore: 913 268-2000
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Ms. Venus Eagle/PM01 Page 2
Registration Division (7505P) March 12, 2069

It is Bayer’s intention to wait to introduce these products as a full product
line into the marketplace when all of the dog and cat products have been
granted EPA registration. That is, we have no intention of producing,
packaging or selling any of the products with this formulation until such
time as we have submitted and received the new registeation of the
products for use on cats and kittens. All of these products (both dog and
cat) contain the identical formulation, but packaged differently depending
on the sizes of the animal.

As was discussed in the meeting March 5, 2009 with you and Mr. Davis,
and subsequently agreed to in the e-mail of March 10, 2009 (Kable Davis
to Doug Spilker), Bayer Animal Health will start the stability and
corrosion studies to support the registrations of the subject products by
April 1, 2009. We further agree to provide the Agency with a 3-month
interim report from the stability studies. We therefore request a revised
due date of May 31, 2010, for the completion and submission of the
studies to fulfill the data requirements of storage stability (830-6317) and
corrosion characteristic (830-6320).

If you need further information or clarification of this request, please call
me (913-268-2751),

Manager, EPA Regulatory Affairs

Doug.Spilker b{@Bayer.com

DAS/it

wmotifietiers/Venus Esgle 2009 March.dos
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
WASHINGTON, D.C. 20460

OFFICE OF
PREVENTION, PESTICIDES
. AND
TOXIC SUBSTANCES
August 30, 2000
MEMORANDUM
EPA File Symbol: 11556-REA Advantage® Plus 9 for Cats
DP Barcode: D265764
Case No: 068807
PC Codes: 129099 Imidacloprid; 129032 Pyriproxyfen
From: Byron T. Backus, Ph.D., Toxicologist B“p““ n b
Technical Review Branch ( 3 D( et
Registration Division {7505C)
To: Helene Daniel/Tina Levine, PM 04
Ingecticide-Rodenticide Branch
Registration Division (7505C)
Registrant; Bayer Corp.

ACTION REQUESTED: Review a six-pack.of acute toxicity studies. These studies are
being used to support the proposed registrations of 6 products, which will be used to
control fleas on domestic animals. The MRID numbers of these studies are 45096804
through 45096909. .« .
OMMENTS A :QMMENDATIONS: The six acute toxicity studies have aﬂ be n
classrﬁed as acceptable and the proposed product, EPA File Symbol, i 553 REA |
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(ADVANTAGE PLUS 9 F¢ fy profile:

CATS) has the following acute to
Acute Oral LD50 il Acceptable
Acute Dermal LD50 v Acceptable
Acute Inhalation LC50 v Acceptable
Primary Eye [rritation 1l Acceptable
Primary Demal [rritation v Acceptable
Dermal Sensitization No Acceptable

These studies were conducted on a formulation containing 9.1% Imidacloprid and
0.9% Pyriproxyfen. The proposed product has a label declaration of 8.1% Imidacloprid
and 0.46% Pyriproxyfen, with 60.44% inert ingredients.

It is emphasized that there are additional studies (companion animal safety studies)
which have been submitted in support of the registration of this product. These

companion animal safety studies should be reviewed and classified as acceptable
before this product is registered.

Since the Oral LD, value is below 1500 mg/kg, and this product has residential uses,
then it will require Child Resistant Packaging (CRP).

The following is the precautionary labeling for this product, based on the acute toxicity
profile given above, and as obtained from the Label Review System:

Date: 08/30/00 LABEL REVIEW SYSTEM
ID#: 011556-00126 Advantage Plus 9 for Cats
SIGNAL WORD: CAUTION

PRECAUTIONARY STATEMENTS:

Harmful if swallowed. Causes moderate eye irritation. Avoid contact
with eyes or clothing.

STATEMENT OF PRACTICAL TREATMENT (SOPT):

IF SWALLOWED: Call a poison control center or doctor immediately for
treatment advice. Have person sip a glass of water if able to swallow.
Do not induce vomiting unless told to by a poison control center or
doctor. Do not give anything by mouth o an unconscious person.

IF IN EYES: Hold eye open and rinse slowly and gently with water for 15-20

minutes. Remove coniact lenses, if present, after the first 5 minutes, then
continue rinsing eye. Call a poison control center or doctor for treatment advice.
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NOTE TO PHYSICIAN:

Note to PM/CRM/Registrant: The proposed label should contain a "Note
to Physician.” The following statements are suggested types of
information that may be included, if applicable:

-

technical information on symptomatology;

use of supportive freaiments to mainiain life functions;
medicine that will counteract the specific physiological

effects of the pesticide;

company telephone number to specific medical personnel who
can provide specialized medical advice.

153




Pt

DATA REVIEW FOR ACU

RAL TOXICITY TESTING (870.110 " formerly §81-1))
Reviewer: Byron T. Backus, Ph.D.

Study Completion Date: September 30, 1999
Study No.: 98-A12-DZ

Product Manager: 04
MRID No.: 45096904

Testing Facility: Bayer Corporation, Agriculture Division Toxicology, Stilwell, Kansas
Author: Sturdivant, D.W.

Quality Assurance {40 CFR §160.12): Included (p. 6-7)

Test Material:  Imidacloprid (8.1%)/Pyriproxyfen (0.9%) Spot On; a clear yellow to light brown
liguid, Lot No. 89-625-41

Specles: Rat; Wistar Hannover (Cri:WI(GIx/BRL/Han}IGS BR

Age: Young adult (Males: 8-10 weeks; Females: approximately 12 weeks)
Weight: Males: 194-242 g; Females: 159-207 g

Source: Charles River Laboratories, Raleigh, NC

Conclugion:
" 4. LDg (mglkg):
Males: = 1283 (95% C.L: 680-1678) mg/kg
Females: = 1000 (85% C.L: not calculable) mg/kg
Combined: = not reported

2. The estimated LD, is = 1000 mg/kg
3. Tox. Category: |l Classification: Acceptable

Procedure {including deviations from 870.1100): “Groups of six male and six female rats
were treated by gavage at varying concentrations of imidacloprid (9.1%)/Pyriproxyfen (0.9%)
Spot On in vehicle (deionized water/PEG 200 1:1 viv).” Groups of male rats ware treated at
nominal doses of 1000, 1500 and 2000 mg/kg while groups of female rats were treated at
nominal doses of 500, 1000 and 2000 mg/kg... “Six male and six female rats were dosed with
vehicle and served as concurrent control groups.”

Resuits:
Number of Deaths/Number Tested
Dosage (mg/ka) Males Females Combined

0 0/6 06 012
500 - 0/6 -
1000 116 38 4112
1500 5/8 - -
2000 5/6 8/6 1112

*Average actual doses were 0, 1038, 1542 and 2145 mg/kg for males and 0, 814, 1027 and

2071 mg/kg for females.
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Observations: There were linical signsg of toxicity in the female;
Symptoms at 1000 mg/kg indftided: brown nasal staining, brown oral$fzining, decreased
activity, tremors and (females only) urine staining. Symptoms at 1500 and 2000 mg/kg included
ataxia, decreased activity and tremors. Mortalities, when they occurred, were on days 0 fo 2.

Gross Necropsy: “The following compound-related gross observations were observed at
necropsy only in animals that were found dead: salivation and nasal discharge in males and
females, red discolored lungs and urine in males. There were no gross observations noted in
fomales from the 500 mg/kg dose group or in males from the 1000 mg/kg dose group. Also,
there were no gross observations noted in any surviving, treated mate or female rats or in contro!

male or female rats.
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ERMAL TOXICITY TESTING (870

DATA REVIEW FOR ACU 0, formerly §81-2)

Reviewer: Byron T. Backus, Ph.D.
Study Completion Date: September 30, 1999
Study No.: 88-A22-EA

Product Manager: 04
MRID No.: 45096905

Testing Facility: Bayer Corporation, Agriculture Division Toxicology, Stilwell, Kansas
Author: Sturdivant, D.W. and Berry, L.A.

Quality Assurance (40 CFR §160.12): Included (p. 6-7)

Test Material: Imidacloprid {9.1%)/Pyriproxyfen (0.8%) Spot On; a clear yellow to light brown

liguid, Lot No. 89-625-41

Specles: Rat; Wistar Hannover (CriWHGIX/BRL/Han)IGS BR

Age: Young adult (Males: approximately 8 weeks, Females; approximately 12 weeks)
Weight: Males: 192-245 g; Females: 174-210 g

Source: Charles River Laboratories, Raleigh, NC

Dermal L.D,, Testing:

Concluslon:
1. kD (mg/kg):

Males: > 5000 mg/kg (0/6 died)
Females: > 5000 mg/kg {1/8 died)
Combined: > 5000 mgfkg (1/12 died)

2. The estimated LD, is > 5000 mg/kg
3. Tox. Category: IV Classification: Acceptable

Procedure (Including deviations from 870.1200): “Halr from the dorsal and lateral areas of the
trunk...was removadon the day prior to dose application... Groups of six males and six females
each received a single dose of either 0 (deionized water) mg/kg or 5000 mg of the undiluted test
substance/kg of hody weight. For the animals treated with the Imidacloprid (8.1%)/Pyriproxyfen
{0.8%) Spot On, measured aliquots of the undiluted test substance were applied uniformly...
diractly to the shaved area of the animal’s back and then a plastic-backed, two-ply gauze
patch.., was used to cover the dosed area... The gauze patch was held in place with
hypoallergenic tape. The animal was then wrapped with an elastic bandage, which was also
secured with tape. After a minimum of 24 hours, the bandages and patch were removed and the
dose site was wiped using paper towels dampened with tap water to remove as much test
substance residue as feasible without inducing skin damage...”

Results:
Number of Deaths/Number Tosted
Dosage (mg/kg)
Nales Fomales Combined
4] /6 0/ 012 n
5000 o/6 116 112 E

Observations: “One female from the 5000 mg/kg dose group...was found dead on post-
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treatment day 2... Clinical € ®s of red lacrimal staining, nasal staing ecal and urine staining
in males and females are ¢o ered to be unrelated fo treatment the test substance since
they occurred at a comparabie incidence in control and treated animals. These signs as weli as
ungroomed appearance in fwo control males are ascribed to the manipulation and subsequent
wrapping of the animal that is associated with dermal exposure and/or the use of Elizabethan
coflars... Compound-retated clinical signs of decreased activity, labored breathing, and rales
were chserved in one treated female which died on post-treatment Day 2"

Gross Necropsy: “There were no compound-related gross observations noted at necropsy for
the males or females that survived untii terminai sacrifice. Observations of nasal discharge and
urine stained ventrum were observed in one treated female that was found dead on post-
treatment Day 2 and were considered compound-related.”

157




DATA REVIEW FOR ACU NHALATION TOXICITY TESTING 300, formerly §81-3)
Product Manager: 04 Reviewer: 8yron T, Backus, Ph.D.
MRID No.: 45096906 _ Study Completion Date: October 25, 1999

Study No.: 89-A42-EB

Testing Facility: Bayer Corporation, Agriculture Division Toxicology, Stilwell, Kansas
Author: Sturdivant, D.W,

Quatlity Assurance (40 CFR §160.12): included (p. 8-7)

Test Material: Imidacioprid (9.1%)/Pyriproxyfen (0.9%) Spot On; a clear yeliow to light brown
liguid, Lot No. 99-625-41

Specles: Rat; Wistar Hannover (CrEWI{GIX/BRL/Han)IGS BR
Age: Young adult (Males: approximately 9 weeks; Females: approximately 12 weeks)
Weight: Males: 207-270 g; Females: 182-217 g

Source: Charles River Laboratories, Raleigh, NC

Conclusion:
1. LCg (mgiL):
Males: > 2.50 mg/L {(0/6 died)
Females: > 2.50 mg/L {0/8 died)
Combined: > 2.50 mg/L {0/12 died}

2. Theestimated LC, 15 > 4.21 mg/L
3. Tox. Catagory: IV Classification: Acceptable

Procedure (Including deviations from 8700.13): Exposure was for four hours, and was nose-
only. *The test substance was generated as a liquid aerosol with a respirable pariicle size
distribution.”

Exposure Concentration + S.D. Number of Deaths/Number Tested
(Ana!ytlca?l?l lgl—atarmined} Males Females Combined
ot 0/s 0/8 012
250 % 1.10 0/6 0/6 0/12

°A group of 8 male and & female rats was *shamp-exposed to conditioned air via the nose-only
route for a single four-hour period.”

Clinical Observations: There were no deaths. “Clinical signs observed during this study were
red perigenital staining, fecaf staining and ungroomed appearance and were observed only on
Day 0. Although the incidence of these signs was slightly higher in animals exposed to the test
substance than air-control animals, they are considered a resuit of restraint during the exposure
period and are not considered compound-related.” _

Gross Necropsy Findings: “No gross observations were observed at necropsy during this
study.”
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Chamber Atmosphere
Analytical Nominal MMAD GSD
Concentration | Concentration (um)
i 2.50 mg/L 3.20 2.61 3.02

59% of the particle mass was less than 4 ym, and 26% was less than 1 ym. These percentages
are the means of 5 samples.

Other information:

Chamber Environment *
Chamber Volume 27 L
Airflow {exhaust fiow rate) 28 LPM
Mean Chamber Temperature 23.5 °C
Relative Humidity 8§1%*

*The high relative humidity is aitributed to a high percentage of water contained In the test
substance formulation.
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DATA REVIEW FOR PRIME

Product Manager: 04 Reviewer: Byron T. Backus, Ph.D.
MRID No.: 45096907 Study Completion Date: November 19, 1899
Sponsor Study No,: 88C-i135-FG Study No.: Covance 90801932

Testing Facility: Covance Laboratories inc., Madison, Wl 53704
Author: Glaza, S.M.

Quaiity Assurance (40 CFR §160.12): Included (p. 4)

Test Materiai:  Imidacloprid (8.1%)/Pyriproxyfen (0.9%)/5.0% Water Spot On; a clear, fight-
yellow liquid, Lot No. 89-801-73
Dosage: 0.1 mL
Species: Rabbits; Atbino, Hra(NZW) SPF strain
Age: approximately 16 weaeks of age
Weight: 2.57-2.707 kg
Sourge: Covance Research Products inc., Kalamazoo, Mt
Conciusion:
1. Toxicity Category: lil
2. Classification: Acceptable

Procedure (including deviations from 870.2400): Three rabbits were used. “The test
substance was administered as received... Inifially one animal was treated and the resulls

evaiuated. Based on the irritation observed, the other two animais were then treated in the same

manner. Each rabbit received 0.1 mL of the undiluted test substance placed into the everied
lower fid of the right eye... The upper and lower lids were gentiy held together for 1 second to
prevent ioss of material and then released. The eyes of the rabbits remained unflushed
immediately after treatment.”

Number “positive™/number tested
Obsaervations Hours Days
1 24 48 72 4 7 14
Unwashed eyes

Comeal Opacity 3/3 3/3 3/3 3/3 13 0/3 0;3‘”
fritis 33 | 33 | 33 | 23 | 3 | o3| o3
Conjunctivae:
Redness’ 3/3 3/3 3/3 33 | 213 013 | 03
Chemosis* 3/3 3/3 3/3 2/3 0/3 0/3 | 03
Discharge‘ 313 2/3 313 2/3 0/3 0/3 0/3

Score of 2 or greater considered as a positive effect.

“Sodium fluorgscein examinations were used to aid in revealing possible corneal injury at the

observations conducted at 24, 48, 72, and 96 hours and Day 7 or until a negative response for

i0
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that animal was obtained.

Summary: “All 3 animals showed excessive pawing at the treated eye after test substance
installation, and one animal vocalized following test substance instillation. All eyes had cleared
by day 7 except for grade “1" conjunctival redness (not considered a positive response) in all 3
eyes; at day 14 all scores were zero.

11
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DATA REVIEW FOR DERMES IRRITATION TESTING (870.2500, iously §81-5)
Product Manager: 04 Reviewer: Byron T. Backus, Ph.D.

MRID No.: 45096908 Study Completion Date: October 6, 1999
Sponsor Study No.: 99C-125-DL Study No.: Covance 90503024

Testing Facility: Covance Laboratories Inc., Madison, Wi 53704
Author: Glaza, SM,

Quality Assurance {40 CFR §160.12): Included {p. 4)

Test Material:  Imidacloprid (9,1%)/Pyriproxyfen (0.9%)/5.0% Water Spot On; a clear, light-
vellow liquid, Lot No. 99-625-41

Dosage: 0.5 mL

Species: Rabbit; albino, HRA:(NZW)SPF

Age: approximately 15 weaeks old

Woeight: 2.308-2.554 g

Source: Covance Research Products Inc., Kalamazoo, M|

Conclusion:
1. Toxicity Category: IV
2. Classificatlon: Acceptable

Procedure (including deviations from 870.2500): Three rabbits were used. "The undiluted test
substance was applied to the intact skin site on each animals back (approximate exposure area
6.25 cm?} in the amount of 0.5 mL. Each area of application was covered with an 8-ply 2.5-cm x
2.5-cm gauze patch secured with paper tape, loosely overwrapped with Saran Wragf, and
secured with Elastoplast® tape to provide a semiocclusive dressing... At the end of the 4-hour
exposure period, the patches were removed and the test sites were washed using liquid lvory®
soap mixed with water, rinsed with water, and dried with disposable paper towels. Any residual
test substance was removed from the test sites as thoroughly as possible without irvitating the
skin."

Resuits: All scores (4, 24, 48 and 72 hrs) for erythema and edema were zerc. The PRIl =0.0

12
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DATA REVIEW FOR DER SENSITIZATION TESTING (870.48 %, formeriy §81-6)
Product Manager: 04 Revigwer: Byron T, Backus, Ph.D.

MRID No.: 45096908 Study Compietion Date; October 6, 1999
Sponsor Study No.: 99C-124-DN Study No.: Covance 80503026

Testing Facility: FMC Corporation Toxicology Laboratory, Princeton, NJ 08543
Author: Freeman, C.

Quaiity Assurance (40 CFR §160.12): included {(p. 4}

Test Materiai:  imidacioprid (9.1%)/Pynriproxyfen (0.8%)/5.0% Water Spot On; a clear, light-
yellow liquid, Lot No. 99-825-41

Positive Controi Materiai: alpha-hexyicinnamaidehyde
Specles: Guinea pigs, albino; Cri:(HA)BR

Age: Young adult; 5-7 weeks of age at initiation of dosing
Weight: 375468 g

Source: Charles River Laboratories, inc., Kingston, NY
Method: modified Buehier

Concluslon:
1. There is no indication that this product Is a dermai sensitizer.
2. Ciasslfication: Acceptabile

Procedure {Inciuding devlations from 870.2600): A group of 20 guinea pigs (10M and 10F)
were exposed to the test material during both induction and challenge, while an additionai group
of 10 (SM and 5F) served as the naive controls, and were exposed at challenge only. in the
induction phase, “the undiluted test substance was applied to each animai in the test group by
placing 0.4 mL on an adhesive patch (Hill Top Chambef®, 25-mm diameter) and piacing the
patch on the induction site along the dorsal anterior ieft quadrant. The patch was covered with
dental dam and overwrapped with Elastopiasf tape. The dressing remained in place for a period
of 6 hours after which it was removed. Any residual test substance was then removed from the
appilication site using water and disposabie paper towels.

The laboratory test system was vaiidated by using alpha-hexylcinnamaidehyde as a positive
control within the previous six months {positive control study completed August 4, 1988; study
with imidacioprid (9.1%)/Pyriproxygen {0.9%) Spot On was compieted on October 6, 1899).

in the induction phase, 0.4 mL aliquots of the undiiuted test material were applied using Hilltop
Chambers, with 8-hour exposure pericds. The animais In the test group received one
application per week for a total of three applications. Challenge was 2 weeks after the last
induction application with the same amount of test material at a previously unexposed site; in
addition to the 20 animals which had been previously exposed, a group of 10 naive animals was
similarly treated.

Resuits: There was no irritation (ail scores were zero) at 24 hours following each induction
application. At challenge, 2/20 previously induced animals, as well as 1/10 naive controls,

showed a score of 0.5 at 24 hours. All animals (previously induced and naive control) scored 0
at 48 and 72 hrs following challenge treatment.

i3
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ACUTE TOX ONE-LINERS

1. DP BARCODE: D265764

2. PC CODE: 129099 Imidacloprid; 128032 Pyriproxyfen
3. CURRENT DATE: August 30, 2000
4. TEST MATERIAL: Imidacloprid (9.1%)/Pyriproxyfen (0.9%) Spot On; a clear yellow to light
brown liquid, Lot No. 98-625-41 (used for all studies except primary eye
irritation); Lot No. 89-901-73 (used for primary eye irritation)

Covance Laboratories inc./Covance
90503026/0CT-5-1999

Study/Spacissil.ab Tox. | Core
Study #Date M:lﬁ Results Cat. | Grade

Acute oral toxicity/rat/Bayer Corp. 45096904 | LDy, (M) = 1263 (95% C.\. Hi A
Toxicologyl99-A12-DZ/SEP-30-1990 680-1678) mgikg; LDy (F) =

1000 (95% C.L. not

calculable) mglkg
Acute dermal toxicity/rat/Bayer Corp. | 45086908 | LDy, > 5000 mgikg {0/6M, v A
Toxicology/89-A22-EA/SEP-30-1999 1/6F femaies died foliowing

dosage at this level)
Acute inhaiation toxicity/rat/Bayer 45086806 | LCg > 2.50 mgil {males, v A
Corp. Toxicology /88A42-EB/OCT-25- females, combined). No
19589 mortalities following 4-hr

exposure o this

concentration.
Primary eye imitation/rabbit/Covance | 456088807 | Three eyes tested: All Il A
Laboratories inc./fCovance showed comeal opacity
90801932/NOV-19-1989 through 72 hrs. Ali eyes had

cleared by day 7 except for

grade “1" conjunctival

redness (not considered a

positive response) in aii 3

eyas; atday 14 all scores

' were zerp,

Primary dermmal imitation/rabbit/ 45086008 | All scores zero at 1, 24, 48 v A
Covance Laboratories inc./Covance and 72 hrs. Pil=0.00.
80503024/0CT-8-1999
Denmal sensitization/guinea pig/ 45096909 | Not a sensitizer - A

Core Grade Key: A =Acceptable, 8 = Supplemantary, U = Unacceptabie, V = Self Vaildated

14
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Doug To davis.kablo@epa.gov
Spliker/SHAVWN/AQCHEM/US

BAYER ¢t Harish
Chopade/SHAWN/AGCHEM/US/BAYER@BAYER-US-NOT

03/31/2009 02:15 PM £5
bec Bouglas
Hutchens/SHAWN/AGCHEMAISBAYER@BAYER-US-NOT
ES: Bruce
Martin/SHAWN/AGCHEM/US/BAYER@BAYER-US-NOTES;
Dan
ClezewskiVSHAWN/AGCHEWUS/BAYER@BAYER-US-NOT
ES
Sublect CRP Discusslon with Dr. Gross

Bo, ‘
Just a note. Rosalind Gross cailed today (T2:20 CDTY), and Dr. Chopade {Bayer) and i spoke with her
regarding her input on the dacument we recently (3/30/09) sent on the CRP testing. Since she caited us, |
assume You gave her the go-ahead, She had three basic comments to Improve our testing:

1. 'We should use the most recent acute orat toxicity study {Bayer Report No. 75822; MRID 47089411)
to caicuiate the Toxic Dose, rather than the one listed In the Reference - Page 1.

2. inthe Tube Fallure Criterion, it should be considered a faliure if the chiid has access tc any amount of
water (from the tube).

3. inthe Tube Failure Criterion (aduits), it should be considered a failure If the participant opens the
package improperly, that is not uging scissors. How this should be discussed with Grent Lakes
Marketing {contractor).

Since this was just guidance from har, it is our understanding that no additional action is neaded by us,
uniess we have further questions.

For your information,

Doug

Doug Spilker

Manager - EPA Rag. Affairs
BAYER HEALTHCARE LLC
ANIMAL HEALTH

Office: +1 913-268-2751

Mobiie: +1 816-506-3102

Fax: +1913-268-2135

Emali: doug.spilker.b@bayer.com

Address:
P.O, Box 380
Shawnea Mission, KS 66201-0380
Country: USA
Bayer Animai Health "Poweréd by People, Driven by Science” teeel,
: sugae 5.‘ﬁ:.
« o3
o M L ]
‘0:000
* L X : T
.:.. .'0.0:
LYY Y L
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Pavis. Kablog@apamali.epa.go To Doug Spitker <doug.spiiker.b@bayer.com>
v

cC

03/31/2009 04:52 AM
bee

Subject Re: CRP Testing for Revised Packaging of Advantage Plus
Products

Excellent. Thanks, Doug. I will forwarxd this information on,

Have a great, Tuesday.
Bo

Kable Bo Davis, MS

Entomologist

0.8, Environmental Protecticn Agency
Insecticide-Rodenticide Branch
Registrxation Division (75059)

1200 Pennsylvania Ave. KW
Washington, DC 20460

Tel: 703 306-0415
Fax: 702 305-659%
Email: davis.kableGeps.gov

| o e ™
i From: i

jmm———————— >

"_‘3 _____________________________________________________________________________
—— o, T —— i e i Tp—— R Rl T SRR Soupm—— L P |

| Cc: i
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| Date: |

Deaxr Mr. Davis,

Reference is made to the meeting of March 4, 2009 {BAH: D. Spilker;
EPA: B. Davis, V. Eagle and R, Gross), which included a discussion on
Advantage Plus for Dogs {11556-125, ~127, -12B, -130) and our plans to
develop revised packaging for these products, as well as for the
yet-to-be submitted Advantage IGR for Cats product. As you will recall,
these products require child-resistant packeging. As we discussed, we
understand that the full battery of tests with children and adult
geniors, as well as with all package sizes (colors) and all package
configurations (4-packs and ©-packs) is reguired. We will conduct these
tests as before with Great Lakes Marketing Company, Toledo, Chio.

In the aforementioned meeting, we discussed with Dr. Rosalind Gross the
CRP Testing plans. In that conversation, Dr. Gross reguested we send her
some specific information about our protocel: a) the test fallure
criteria and b) confirmation that we will gspecifically instruct seniors
to use only the scissors provided duxing the tests. To that end,
pleaze £ind attached a summary document addressing Dr. Gross' questions,
including information especially on the toxlc dose calculations, total
number of studies needed, and the test failure criteria proposed for the
CRP testing of Advantage plus/IGR blisters. The failure rates shown in
the attached are the same as used in the previously conducted studies {
Child test example: Bayer Report No. 75897; MRID 47089103 and Adult test
example: Bayer Report No. 75858: MRID 47089104) that were uzed to
gupport the currently registered Advantage Plus product/packages.

We request that thils information be forwarded to Dr. Gross to answer her
cquestions. We are planning to conduct theze studies in mid-April, so if
Dr. Gross has any questions or comments, we would appreciate herx
feedback as soon is it 1s available.

Sincerely,
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Doug Spilker

Douglas A, Spilker, Ph.D.
Manager - EPA Reg. Affairs
BAYER HEALTHCARE LLC

ANIMAL HEALTH

Office: +1 913-268-2751

Mobile: +1 B8l6-506-31¢2

Fax: +1 913-288-2135

Email: doug.spilker.b@bayer.com

Address:

P.G. Box 390

Shawnee Mission, K85 66201-0390
Country: USA

Bayer Animal Health “"Powered by People, Driven by Science”

The information contained in this e-mail is for the exclusive use of the
intended recipient{s} and may be confidentisl, proprietary, and/or
legally privileged. Inadvertent disclosure of this message doeg not
constitute a waiver of any privilege. If you receive this message in
error, please do not directly or indirectly use, print, copy, forward,
or disclose any part of this messzge. Please also delate this e-mail
and all copies and notify the sender, Thank you.

For alternate languazges please go to http://bayerdisclaimer.bayerweb.com
fattachment “"BRdvantage IGR CRP Testing -For EPA Review 3-27-0%.doc”
deleted by Kable Davis/DC/USEPA/US}
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To davis.kabla@epa.gov

c¢ Harish
Chopade/SHAWN/AGCHEM/US/BAYER@BAYER-US-NOT
03/30/2000 02:21 PM ES
bec Mary
Hunt/SHAWN/AGCHEM/US/BAYER@BAYER-US-NOTES;
Dan
CiszewskVSHAWN/AGCHEM/US/BAYER@BAYER-US-NOT
ES; Bruce
Marntln/SHAWN/AGCHEM/US/IBAYER@BAYER-US-NOTES;
Bouglas
Hutehans/SHAWN/AGCHEM/US/BAYER@BAYER-US-NOT
ES; Jagdeep
Buch/SHAWN/AGCHEM/US/BAYER@BAYER-US-NOTES
Subject CRP Testing for Revised Packaging of Advantage Plus
Products

Boug
Spitker/SHAWN/AGCHEM/US
/BAYER

Dear Mr. Davis,

Reference is made to the meating of March 4, 2009 (BAH: D. Spilker; EPA; B, Davis, V. Eagle and R.
Gross), which included a discussion on Advantage Plus for Dogs (11556-125, -127, -128, 130} and our
plans to develop revised packaging for these products, as weii as for the yet-to-ba submitted Advantage
IGR for Cats product. As you wiii recall, these products require child-resistant packaging. As we
discussed, we understand that the fuii battery of tests with children and adult seniors, as weii as with ail
package sizes (colors) and ali package configurations {4-packs and 6-packs) Is required, We wili conduct
these lests as before with Great Lakes Marketing Company, Toledo, Ohio.

In the aforementioned meating, we discussed with Dr. Rosaiind Gross the CRP Testing plans. in that
conversation, Dr, Gross requested we send her some specific Information about our protocoi: a) the test
failure criteria and b) confirmation that we will specifically instruct seniors to use only the scissors
provided during the tests. To that end, piease find attached a summary document addressing Dr. Gross’
guestions, inciuding information espacially on the toxic dose caicuiations , total number of studies needed,
and the test failure criteria proposed for the CRP testing of Advantage Pius/IGR biisters. The faiiure rates
shown in the aftached are the same as used In the previously conducted studies (Child test example;
Bayer Report No. 75897; MRID 47089103 and Aduit tast example: Bayer Report No, 75898; MRiD
47089104) that were used 10 support the currentiy registered Advantage Plus product/packages.,

We request that this information be forwarded to Dr. Gross to answer her questions. We are planning to
conduct these studies in mid-April, so if Dr. Gross has any questions 6r comments, we wouid appreclate
her feedback as soon is it is available,

Sincereiy,
Doug Spilker

Dougias A. Spilker, Ph.D,
Manager - EPA Reg. Affairs
BAYER HEALTHCARE LILC
ANIMAL HEALTH

Office: +1 913-268-2761

Mobiie: +1 816-506-3102

Fax: +1 913-268-2135%

Email: doug.spilker.b@bayer.com

Address:

P.0. Box 380

Shawnee Mission, KS 68201-0390
Country: USA
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Advaniage IGR CRP Testing For EPA Review 3-27-08 doc
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Child-Resistant Packaging and Toxicology of
Advantage® IGR Formulation for Use in Cats and Dogs for Flea Control

INTRODUCTION
Thepaskngmgmqumentsﬁnpeshc:dwmd devices to be marketed in the United States are

T8 gitlations, 40 CFR Part 157,20, Baye:'Ammal Heahhhasdmlopad
a new product, Advanta@@ IGR(pl'evmuslyknownasAdvsntng@ Plus), containing 9.1%
irnidacloprid and 0.46%6 pyriproxyfen as a spot-on formulation for dogs and cats for the control of
fleas (all singes). The product will be marketed as three different sired tubes (1.6-ml., 2.5-mL and
4.0-rL fotal cepacity) packaged in 8 4-pack and 6-pack child resistant blisters. For cats, 0.23 mL, 0.4
ml. or 0.8 mL produxt will be placed in a 1.0-mL capacity tube. For dogs, 0.4 mi or 1.0 mL product
will be placed in a 1.0-mL tube, 2.5 mL product in 2 2 5-mL tube, and 4.0 mL product in a 4.0-mL
tube. The child-resistant (CR) feature of the packaging is the blisters, The tubes are pot child-
resistant: tubes will be identical to those currently marketed for Advantage® md K9 Advantix®

products.

CALCULATION OF TOXIC DOSE
mmww”ﬁr&xsnewma(foﬂnuiamwﬁhQl%lmxd&clopndandomljynpmxy&n)
was determined to be 1,283 mg/kg for male and 1,000 mg/kg for female rats.! This product meets the
US EPA 40 CFR Part 157.22 requirements for child-resistant packaging according to the folowing
toxicity criteria: (1) Toxicity criterion - the pesticide has an oral LDy of 1.5 g/kg or less, and (2)
Use criterion ~ The product’s labeling either directly recommends residential use or reagonably can be
interpreted to permit residential use.

In Teble 1, below, are given the number of tubes of each different size of this product a child weighing
25 pounds (11.4 kg) would have to ingest to reach a toxic doge (amount). "Toxic dose” for this
product as defined tn 40 CFR Part 157.22 and that confirmed by Dr. Rosalind Gross of US EPA s the
scute oral EDsg value, Thus, to err on the conservative side, the 1.Dsp value of 1,000 mp/kg (= 1.0
g/kg) for female rats was used in the supporting calculstions. The deasity of the product, 1.092 g/ml,
was also used in the supporting calculations. A toxic dose of the Advantage® IGR formulation for a
child (25 1b= 11.4 kg) is calculated as 10.44 mL of Advantage® IGR product [i.e., (1.0 g’kg LDyx
11.4 kg body weight) -+ (1.092 g/l density) = 10.44 mL].

Table 1. Tube Sizes, Namber of Tabes as Toxic Dose for 2 Child, and Test Failare Criteria

Advantage® IGR No. of Tubes* Censtitute Test Failure Criteria
Tube Size (mk) as Toxic Dose for a Child (# Tubes Accessed by a Child)

0.23 46 (45.4) g

0.4 27 (26.1) 9

0.8 13 (13.05) 9

1.0 11 (10.4) 9

2.5 5(4.2) 5

4.0 3(2.6) 3

‘Calculaled tube number in the parenthesis (with > 0.1 fraction) is rounded off to the next higher

. All tubes are single use, which means each tube contents are used as a single application.
‘*PerEPAgmdance, 9 tubes is recommended as the test failure criteria for child paoel] testing when >
9 tubes represent a toxic dose for a child.

Reference: 1. Stundivant, D.W. 1999, Acute oral LDy toxicity study with imidacloprid (9.136)/pyriproxyfen
{0.9%) spot-on in rats, Bayer Animal Health Repost No. 75195, MRID No. 45096504,

Page 1 of 3
H. M. Chopade, 3/27/2009
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CRP TESTING OF BLISTERS

Bayer is planning on testing Advantage® IGR blisters made with two different lidding foils: Tropical
foil and PVC foil. As individual tube sizes of Advantage® IGR to be marketed for dog and cat will be
colored differently, we are going to CRP test individual tube size and blister type {4-pack or 6-pack).
Therefore, for blisters with either Tropical or PVC lidding foil, there will be a total of 8 CRP studies
{8 child panel + 8 seaior adulf panel) for the dog product (Table 2) and 5 CRP studies (5 child panel -+
5 senior adult panel) for the cat product (Table 3) for each lidding foil type blisters. As a guideline
requirement for CRP testing purposes, all tubes will be filled with appropriate volume of water.

4

Table 2. Blister Packaging (CRP Studies) for Dogs

Test Failure Criteris {o be
Tube Sizo® & Blister Type T Dom s Followed
Color Scbeme %& b Child (Minimum # of Tubes
Accessed by a Child)
04 mL 4 pack 27 9
Groo {Pantonc 346C) 6 pack 27 9
1O mi, 4 pack 1] 9
Turquoize (Prmione 311C) 6 pack 11 9
2.5mL 4 pack 5 5
Red (Pantone 197C) 6 pack 5 5
4.0 ml. 4 pack 3 3
Blue (Pastone 543C) 6 pack 3 3
*Each tube will contain sppropriste voliune of water.
Table 3. Blister Packaging (CRP Studies) for Cats
Tube Size® & : No.of Tubes = | 1% FHETL e tobe
Color Scheme Blister Type | ToxieDose o2 | (Minisoum # of Tubes
Accessed by a Child)
0.23 ml 4 pack 46 9
_Turquoise (Pemtone 336C)
0.4 mL 4 pack 27 9
Orenge (Pantons 157C) 6 pack 27 9
0.8 ml, 4 pack 13 9
Puspic (Peatone: 2640) 6 pack 13 9

*Each tube will contein appropriste vohmne of water.

CONDUCT OF CRP STUDIES

Both child panel and senior sdult panel CRP studies for each blister & tube size (water-filled) will be
petfarmed according to the tost protocol prescribed in the Federal Register, Title 16, Part 1700.20, by
Grest Lakes Marketing, Toledo, Ohio. Data collected for the studies will be analyzed and reported
according to the Agency guidelines. Also, CRP protocol test data will be made available to the
Agency electronically on a CD-R.

. i ild § sting: In child panel testing (50 to 200 participants), eny
small breadl crf a bilswr ca\nly (cl&rly v&sible small incision or opening) made by a child with finger
asils or teeth would be counted as one tube failure. .

Page 2 of 3
H. M. Chopade, 3/2772009
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s 1. Sem egling: A senior adult pancl will include 100
pamcxpams As the bhster Opemng Instmctmns mvolvc the use of a pair of scissors, senior

adult participants will be allowed to use a pair of scissors during the testing, but they will be
warned against using a pocket kaife or other tools.

Page 3 of 3
H. M. Chopade, 3/27/2009
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783-385

PRODUCT:

FILE SYMBOL:
DATE:

DP BARCODE:
DECISION NUMBER:!
GLE:

CHEMICAL:

CHEMICAL NUMBER:

PURPOSE:

MRID:

TEAM REVIEWER:

EFFICACY REVIEWER:

SECONDARY

EPa OPP RD PACE

EFFICACY REVIEW

Advantage Plus 10 for Dogs, Advantage Plus 20 for Dogs,
Advantage Plus 55 for Dogs, Advantage Plug 100 for Doga

11556-RE], 11556-REL, 11556-RET, 11556-RGN
August 6, 2007

D342416, D342417, D342418, D342419

215323, 215314, 215321, 215493

No

Imidacloprid (9.1%)

129099

Review data to suppott the addition of dog lice
{Trichodectes canis)

47190401, Doyle, J., Egan, T. (2006) A Controlled
Randomised Study to Evaluate the Efficacy of Advantage
Against a Natural Infestation of Dog Lice (Trichodectes
canis) Following a Single Topical Administration to Adult
Mixcd Breed Dogs: Final Study Report. Project Number:
144/914, 75950. Unpublished study prepared by Charles
River Laboratories BioLabs Europe. 130p.

Kahle Bo Davis
Kable Bo Davis, M.S,, Entomelogist
s~ §- o7

EFFICACY REVIEWER: Joanne Edwards, M.8., Entomologist

BACKGROUND:

Advantage Plus 10, Advantage 20, Advantege 55 and Advantage 100 are readyge s+
to-use spot on treatments for dogs intended for the month long control of fleas and liceys «

et X T

The proposed labels contained the following labe] claims concerning lice: 3 "s°3 Pt

1. Once-A-Month Topical Treatment for Fleas and Lice

L
- . -

2. Killg {(biting) (chewing)) lice :

3. Kills [(biting) (chewing) lice. which mey serve as intermediate hos&' for ..
tapeworms (Dipylidium caninum) :
4. Kills [(biting) (chewing}] lice and prevents further infestations edeet

.
--a .. .:
.
LT
'----.
- LK

L)
"--.

1

az/e4
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83{' 86/20887 11:41 783-395

596 EPA OFP RD PAGE  93/84

DATA REVIEW: - _
The following data review is comprised of explanations of materials and methods,

and a summation of experimental results containing tables with reformatted da_ta.

47190401. Doyle, J., Egan, T. (2006) A Controlled Randomised Study to Evaluate
the Efficacy of Advantage Against a Natural Infestation of Dog Lice (Trichodectes
cards) Following a Single Topical Administration to Aduit Mixed Breed Dogs: Final
Staudy Report. Project Number: 144/914, 75950, Unpublished study prepared by
Charles River Laboratories BioLabs Europe. 130p.

The experimental design consisted of separating 20 dogs into two groups of ten |
containing both males end females. All dogs included in the study were naturaily
infested with dog lice (Trichodectes canis) and had & minimum of 10 infesting lice.
Group 1 acted as a control, while dogs within the second group were treated (via spot
treatment) with 0.1 mL/kg bodyweight of Advantage on day 0. Observations on efficacy
were taken on days 1, 2, 7, 14, 21, 28 and 36.

Results:

0
0
85
79 36 53 . 80 76 57 83
- 70 61 23 66 59 57 99
31 37 32 | 46 | 37 16 13 25 42
- . - . 99 94 91 75
: 75 , " T 6% 65 ) 49
6 | 29 3 0 | 0 0 0 0 0
. &7 1 0 0 0 0 0 0
- 4 4 S ] 2 0 ] 0
" 96 16 10 0 6 0 a )
- 91 20 3 0 ) 0 0 0
- . a8 13 0 ) 0 0 B
59 47 0 0 0 0 0 0 & |
! 42 72 0 0 0 0 ) B Sy
73 4] { ) ) 0 ) ) R
A1 35 4 0 0 0 0 e Us's] O °p
":..:
Tae" - -
segee "ee®?
t.:.. *
"hey
2
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EFA DPP RD PAGE  84/84

Tahle 2 Efﬁcacy Resulis

) Eﬁicney

o iean);
%1%
98%
100%
100%
100%
100%
100% A

The persent efficacy ranged from 91% (1 day) to 100% (days 7 36).

E OMMENDAT!ON 8!
REe The submitted data support the addition of biting or chewing lice to products

11556-REI, 11556-REL, 11556-RET and 11556-RGN. The following recommendation
spplies:

i im * thiti ing) Hee, which may serve as
1. Revise the label claim “Kills { (bitmg)‘ (cffewng) Hce, f »
intermediate hosts for tapeworms (Dipylidium caninum)™ to read “Xills fleas,

which may serve as intermediate hosts for lapewarms™,
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
WASHINGTON, D.C, 20460

OFF1CE OF PREVERTION,
PESTICIDES AMD TOXIC SUBSTANCES

22/SEP/2000

MEMORANDUM

Subject: EPA File Symbol: 11556-REA Advantage Plus 9 for Cat,
11556-REO Advantage Plus 18 for Cats
DP Barcodes: D265762 and D265765
Case No: 068807, 068810
PC Code: 129099

From: Masih Hashim, Toxicologist MLt *
Technical Review Branch 3 D{I‘
Registration Division (7505C)

To: Helene Daniel/Tina Levine, PM 04
Insecticide Rodenticide Branch
Registration Division (7505C)

Registrant: Bayer Corporation

The Registrant requests a review of the companion animal safety

study (MRID 45097001), Advantage Plus® 9 and 18 for cats with: 9.1% Imidacloprid w/w; 0.9%
Pyriproyfen w/w (active ingredients). The compound was topically applied at $ times (limit test)
the recommended dose to groups of 6 male and 6 female cats. Animals were freated on study
days 0, 7, 14, and 21.

The study MRID 45097001 was conducted at 5X the specified application rate; which
demonstrates an adequate safety margin for adult cats. There was no repeated toxicological
response in cats following exposure to the proposed formulation. Any such response is random
and is seen in the earlier phase of study. This cat study has been classified as Acceptable,

The Products: 11556-REA and/or 11556-REQ have Imidacloprid 9.15% and Pyriproxyfen 0.9%.
However, the label states 9.1% Imidacloprid and 0.46% pyriproxyfen, having same formulation
for both products.

This product has residential uses and an Oral LD, value < 1500 mg/kg, which would require the
Child Resistant Packaging.
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Acute toxicology profile for the Product is as follows: -~ ——
Acute Oral LDy, 11 acceptable
Acute Dermal LDy, v acceptable
Acute Inhalation L.Cy, v acceptable
Primary Eye Irritation i acceptable
Primary Dermal Imritation 1V acceptable
Dermal Sensitization neg acceptable

Primary review of the Companion Animal Safety Study was conducted by an Agency Contractor,
then revised by the Technical Review Branch. There are two labels, one for Advantage Plus 9
for Cats and the other for Advantage Plus 18 for Cats.

Following is the Executive Summary of the study:

In 2 companion animal safety study (MRID 45097001), Advantage Plus® 9 and 18 for cats
(Active Ingredients: 9.1% Emidacloprid w/w; 0.9% Pyriproyfen w/w) was topically applied at
dose volumes of 2.0 ml for cats weighing less than or equal to 9 ibs, and 4.0 mL for cats
weighing greater than 9 lbs (5 times the recommended doses) to groups of 6 male and 6 female
cats, 7 months to one year of age. Controls were dosed with the vehicle at volumes of 2.0 mL for
cats weighing less than or equal to 9 1bs and 4.0 ml for cats weighing greater than 9 Ibs (5.6
times the volume of vehicle in the recommended doses). Animals were treated on (study) days 0,
7, 14, and 21.

Treatment related clinical signs included transient salivation which ceased within 2 hours of
treatment on day 0 (4 of 12 test animais and 1 of 12 vehicle control animals reported from
licking the test material), and a rough hair coat appearance at the treatment site on all animals of
both groups following treatment on days 14 and 21. None of the cats were observed salivating
following the last 3 treatments. One animal from the test group had pruritis at one hour on day
21, There was vomiting by two cats in the test group on days 19 and 25, which did not occur in
periods following the test (substance) applications. Vomiting may be associated with licking
the test substance. This does not appear to be exposure related. There were loose stools from
two cats in the control group.  Additionally, one male from the control group exhibited
inappetence on days 22-24 and was observed to be circling and unsteady at the p.m. observation
period on day 23. The clinical chemistry and hematology findings from this cat on day 22 were
consistent with hemoconcentration due to dehydration. Possible cause of these signs was not
clear. His behavior and appetite were normal for the remainder of the study, as were his clinical
pathology parameters. There were no other treatment related effects on hematology, coagulation
or clinical chemistry parameters. There were no treatment related effects on bedy weight or food
consumption, and there were no signs of irritation at the application sites.

Currently there is a product in the market with 9.1% Imidacloprid. The proposed product is
adding 0.46% Pyriproxyfen to the cuirent product. The added ingredient has low acute and
chronic toxicity in mammalian species. -

Any clinical signs on the study showed no consistent toxicological response. This study is

classified as Accepiable /Guideline for a companion animal safety study (OPPTS 870.7200) in
cais .
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LABELING:

Date: 09/28/00 LABEL REVIEW SYSTEM

ID#: 011556-00126 Advantage Plus 9 for Cats

SIGNAL WORD: CAUTION

PRECAUTIONARY STATEMENTS:

Harmful if swallowed. Causes moderate eye irritation. Avoid contact
with eyes or clothing.

STATEMENT OF PRACTICAL TREATMENT (SOPT):

IF SWALLOWED: Call a poison coniro! center or doctor immediately for
treatment advice. Have person sip a glass of water if able to swallow.

Do not induce vomiting unless told to by a poison control center or
doctor. Do not give anything by mouth to an unconscious person.

IF IN EYES: Hold eye open and rinse slowly and gently with water for
15-20 minutes. Remove contact lenses, if present, after the first 5
minutes, then continue rinsing eye. Call a poison control center or
doctor for treatment advice.

NOTE TO PHYSICIAN:

Note to PM/CRM/Registrant: The proposed label should contain a "Note
to Physician." The following statements are suggested types of
information that may be included, if applicable:

technical information on symptomatology;

use of supportive treatments to maintain life functions;
medicine that wiil counteract the specific physiological
effects of the pesticide;

company telephone number to specific medical personnel who
can provide specialized medical advice.

USER SAFETY RECOMMENDATION

Wash hands before eating, drinking, chewing gum, using tobacco or using the toilet,
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Date: 09/28/00 BEL REVIEW SYSTEM

ID #: 011556-00129 Advantage Plus 18 for Cats
SIGNAL WORD: CAUTION
PRECAUTIONARY STATEMENTS:

Harmful if swallowed. Causes moderate eye irritation. Avoid contact
with eyes or clothing.

STATEMENT OF PRACTICAL TREATMENT (SOPT):

IF SWALLOWED: Call a poison control center or doctor immediately for
treatment advice. Have person sip a glass of water if able to swallow.

Do not induce vomiting unless told to by a poison control center or
doctor. Do not give anything by mouth to an unconscious person.

IF IN EYES: Hold eye open and rinse slowly and gently with water for
15-20 minutes. Remove contact lenses, if present, after the first 5
minutes, then continue rinsing eye. Call a poison control center or
doctor for treatment advice.

NOTE TO PHYSICIAN:

Note to PM/CRM/Regisirant: The proposed label should contain a "Note
to Physician.” The following statements are suggested types of
information that may be included, if applicable:

- technical information on symptomatology;

- use of supportive treatments to maintain life functions;

- medicine that will counteract the specific physiological
effects of the pesticide;

- company telephone number to specific medical personnel who
can provide specialized medical advice.

USER SAFETY RECOMMENDATIONS: Wash hands before eating, drinking, chewing
gum, using tobacco or using the toilet.




DATA EVALUATION REPORT

ADVANTAGE PLUS® 9 AND 18 FOR CATS
{9.1% Imidacloprid with 0.9% Pyriproxyfen Spot-on Formulation]

STUDY TYPE: Companion Animal Safety - Cat (OPPTS 878.7200)
MRID 45097601

Prepared for

Registration Division
Office of Pesticide Programs
U.8. Environmentsl Protection Agency
1921 Jefferson Davis Highway
Arlington, VA 22202

Prepared by

Chemical Hazard Evaluation Group
Toxicology and Risk Analysis Section -
Life Sciences Division
Oak Ridge Nationai Laboratory
Oak Ridge, TN 37831

Primary Reviewer:
Dopnal,, Fefee, D.V.M.. Signature:
Date;
Secondary Reviewers:
t, Ph.D.. D.AB.T. Signature:
Date:
Signature:
: Date:
Quality Assurance:
Lee Ann Wilson, M.A. Signature:
Date:
Disclaimer

This review may have been altered subsequent to the contractors signatures above.

Oak Ridge Mational Laboratory, Managed and Gperated by UT-Battelle, L1.C, for the U.S. Departmens of Energy
under contract number DE-AC05-000R22725.
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DATA EVALUATION RECORD

STUDY TYPE: Companion Animal Safety/Cats[OPPTS 870.7200]
EPA 1D NUMBERS: DP BARCODES: D265762, D265765; MRID NUMBER: 45097001

RIAL: Advantage Plus® 9 and 18 for Cats

STUDY NUMBER: 75122 (150.853)

TESTING FACILITY: Bayer Corporation, Agriculture Division, Animal Health, DeSoto
Research Facility, 35040 West 87 Street, Building Number 20,
DeSoto, Kansas 66018.

SPONSQR: Bayer Corporation, Agriculture Divigion, Animal Health

TITLE QF REPORT: Evaluation of the general safety of 9.1% Imidacloprid with 0.9%
pyriproxyfen spot-on formulation in the target species, adult cats.

AUTHOR: A.S. Abraham
REPORT ISSUED: April 4, 2000
EXECUTIVE SUMMARY:.

In a companion animal safety study (MRID 45097001), Advantage Plus® 9 and 18 for cats
(Active Ingredients: 9.1% Imidacloprid w/w; 0.9% Pyriproyfen w/w) was topically applied at
dose volumes of 2.0 ml for cats weighing less than or equal to 9 1bs, and 4.0 mL for cats
weighing greater than 9 Ibs (5 times the recommended doses) to groups of 6 male and 6 female
cats, 7 months to one year of age. Controls were dosed with the vehicle at volumes of 2.0 mL for
cats weighing less than or equal to 9 Ibs and 4.0 ml for cats weighing greater than 9 1bs (5.6
times the volume of vehicle in the recommended doses). Animals were treated on (study) days 0,
7, 14, and 21.

Treatment related clinical signs included transient salivation which ceased within 2 hours of
treatment on day 0 (4 of 12 test animals and 1 of 12 vehicle control animals reported from
licking the test material), and a rough hair coat appearance at the treatment site on ail animals of
both groups following treatment on days 14 and 21, None of the cats were observed salivating
following the last 3 treatments. One animal from the test group had pruritis at one hour on day
21. There was vomiting by two cats in the test group on days 19 and 25, which did not occur in
periods following the test (substance) applications. Vormiting may be associated with licking
the test substance. This does not appear to be exposure related. There were loose stools from
two cats in the control group.  Additionally, one male from the control group exhibited
inappetence on days 22-24 and was observed to be circling and unsteady at the p.m. observation
period on day 23. The clinical chemistry and hematology findings from this cat on day 22 were
consistent with hemoconcentration due to dehydration. Possible canse of these signs was not
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clear. His behavior and appetite were normal for the remainder of the study, as were his clinical
pathology parameters. There were no other treatment related effects on hematology, coagulation
or clinical chemistry parameters. There were no treatment related effects on body weight or food
consumption, and there were no signs of irritation at the application sites.

Currently there is a product in the market with 9.1% Imidacloprid. The proposed product is
adding 0.46% Pyriproxyfen to the current product. The added ingredient has low acute and
chronic toxicity in mammalian species.

Any clinical signs on the study showed no consistent toxicological response. This study is
classified as Acceptable /Guideline for a companion animal safety study (OPPTS 870.7200) in
cats .

I. MATERIALS

9.1% Imidacloprid with 0.9% Pyriproxyfen (w/w) Spot-on Formulation (Advantage Plus®
8, and 18 for Cats)

Description: not provided

Lot No.: 99-901-66

Active Ingredients: Imidacloprid, 9.1% (w/w); Pyriproxyfen, 0.9% (w/w)

Storage Conditions: in the dark in a closed cabinet at room temperature

Species: Cat
Breed: Domestic shorthair
Age and weight at study initiation: 7-12 months; males: 3.8-5.1 kg., females: 2.4-3.1 kg
Source: Liberty Research Inc., 170 Route 17C, P.O. Box 107, Waverly, New York
Housing: Individually in cages with approximately 7.5 square feet of floor space
Diet: Commercial feed purchased from Harlan Teklad, Madison, Wisconsin, once daily
Water: Tap water, ad libitum
Environmental conditions:

Temperature: not reported

Humidity: not reported

Air changes: not reported

Photoperiod: not reported
Acclimation period: 14 days
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H. STUDY DESIGN
A. Inlife dates: start: August 11, 1999; end: September 21, 1959

B.

Cats were assigned to the groups in Table 1 using stratified blocked randomization
according to weight. Group 1 received the test substance at 5X the label specified use
volume, and group 2 received the vehicle without the two active ingredients at a volume
equivalent to the 5X use rate volume of the test substance. The dose volume was 2.0 mL
for cats of either group weighing less than or equal to 4.1 kg (9 1bs) and 4.0 ml, for cats
of either group weighing greater than 4.1 kg. Treatments were applied on the back, from
the back of the head to the shoulder. Animals were dosed on Study Days 0, 7, 14, and 21,
Dose volumes for treatments on study days 0 and 7 were determined using body weights
from study day -1, and dose volumes for treatments on study days 14 and 21 were
determined using body weights from study day 13.

TABLE 1. Study deslgn
-
Number of animals Dose volume (mL)/muitiple of recommended dose Nomber of
Group applicationa®
Maie Female Body weight<9 lbs Body weight>9 It
1. Tezt substance 6 6 2.0/5% 4.0/5X 4
2, Vehicle 6 . 20/56X 4.0/5.6X 4
coatrol

Data taken from pp. 12-13, 16+17, MRID 45097001.
* Treatments were given on study days 0, 7, 14, and 21,

C. Dose selection rationale

The study was conducted as a limit test using 5 times the label specified, the
recommended dose volume. The product was dosed according to weight in the following
pre-measured dose volumes: 0.4 ml, for cats weighing <9 Ibs (4.1 kg) and 0.8 mL for cats
weighing > 9 1bs. (4.1kg). The vehicle control group received the vehicle at dose
volumes equal to S times the recornmended use volumes of the test substance, which are
equivalent to 5.6 times the usual use volumes of the vehicle. The product is intended for
once a month use; however, the label states that “if re-treatment becomes necessary
earlier than four weeks, do not re-treat more than once weekly.” The study therefore
included repeated treatments at weekly intervals for a total of four treatiments,

The cats were observed daily during study days -14 through -1 (the acclimation period),
and twice daily during study days 0 through 37 except on dosing days, when the animals
were observed once prior to dosing and 4 times, approximately 1 hour apart, following
dosing. These observations included evaluation of the “clinical condition” of the eyes,

8
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appetite, feces, respiration, behavior changes, locomotion and musculature, skin,
including dermal irritation, and any signs of vomiting. Physical examinations were

- conducted prior to the acclimation period and on study days -1 and 37, Body weights

were recorded on study days -14, -7, -1, 13, 28, and 37, Food consumption was evaluated
once daily during the acclimation period and twice daily during the study except on
dosing days, when it was evaluated 5 times; in all cases, a daily summary of food
consumption was also made. The amount of food consumed was estimated visually and
scored as 1, 2, or 3, indicating, respectively, that greater than or equal to 75%, 25-75%, or
less than 25% of the food was consumed; however, the quantity of food the animals were
given was not provided in the report.

. Pathologic ers

Baseline blood samples were collected on study days -7 and -1, and post-treatment blood
samples were collected on study days 1, 22, and 37. The report did not mention the
venipuncture sites used or whether the animals were fasted ovemight prior to blood
coliection. Due to clotting of some blood samples, it was necessary to collect and test
additional samples. Where necessary, study day 1 sampling and testing were repeated on
study 8, study day 22 blood sampling and testing were repeated on day 23, and study day
37 blood sampling and testing were repeated on study days 41 and 42. The CHECKED
(X) parameters were examined.

a. Hematology

b A A

X
X

Leukocyte differential count*
Hemoglobin (HGB)* Mean corpuscular HGB (MCH)*
Leukocyie counl (WBC)* Mean cotpuse, HGB cone.(MCHC)Y*
Erythrocyte count (RBC)* Mean corpusc. vohume (MCV)*
Platelet count Reticulocyte count
Blood clotting measurements

(Thromboplastin time)

(Clotting time)

{Prothrombin tme)*

{Activated partial thromboplastin time)*

Hematocrit (HCT)*

P o o

Erythrocyte morphology

*Recommended in OPPTS 870.7200 Guidelines.
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b. Clinical chemistry

Gemmag glutamy| transfernse{GGT)
Amylase
Glutamate dehydrogenase

X ELECTROLYTES X OTHER
X § Calcium* X | Albumin*
X ¢ Chloyide® X | Blood creatinine®
Magnesium X ¢ Blood urea nitrogen*
X { Phozphorus® Total Cholesterol
X 1 Potassium®* X { Globulin*
X Sodium* X ¥ Glucosge®
X ] Total and direct bilirubin®
ENZYMES X | Total serum protein (TP)®
X Alkaline phosphatagse(ALK)* Triglycerides
Cholinesterase{ChE) Serum protein electrophoresis
Creatine kinase Albumin/Globulin ratio
Lactic acid dehydrogenase(LDH) X | Calcium/phosphorus ratio
X | Serum alanine amino- transferase {also SGPT)* X | Blood urea nitrogen/crestinine sutio
X Serum aspartate amino- transferase(also SGOT)* X § Sodium/potassium ratio

*Recommended in OPPTS §70.7200 Guidelines.

F Statist

Bascline clinical pathology values were calculated for each animal by averaging the pre-
treatment measurements, and study day -1 body weights were used as baseline. Body
weight data were analyzed by first comparing the baseline body weights of the two
groups by sex with a two-sample t-test. Body weight changes from baseline were
calculated for each post-treatment day (study days 13, 20,728, and 37), and body weight
changes were then analyzed by sex with a repeated measure analysis of covariance
including terms for Group, Animal (random), Day, and Group*Day interaction with
baseline body weight as the covariate. Clinical pathology data were analyzed using a
multivariate repeated measures ANOVA, including terms for Group, Sex, Animal

(random), Day, and Group*Day interaction. If the Sex effect was statistically significant

at the 0.10 level, the data were analyzed by sex with a multivariate repeated measures

ANOVA including terms for Group, Animal (random), Day, and Group*Day interaction,

If the Group*Day interaction was statistically significant at the 0.10 level, the data were
graphed to investigate the nature of the Group by Day interaction, and the data for each

study day were compared with normal ranges.




H. Compliance

Signed and dated Quality Assurance, Data Confidentiality, and Good Laboratory Practice
Statements were present.

L RESULTS

A. Exposure levels

Each 1.0 mL of the product contained 100 mg of imidacloprid and 10 mg of pyri-
proxyfen. For thirty days efficacy, the minimum desired efficacious dose for
imidacloprid is 10 mg/kg, and the desired minimum efficacious dose for pyriproxyfen is
0.5 mg/kg. Interms of desired minimum efficacious doses in mg/kg, the exaggerated
doses used in the study ranged from 4.92X to 9.57X for imidacloprid and 9.84X to
19.13X for pyriproxyfen.

- Mortality
There were no deaths during the study.

C. Clinicalsi

~Clinical observations are summarized in Table 2. Within an hour following the initial
treatment on study day 0, four cats in the test substance group and one cat in the vehicle
control group were observed to be salivating, and at two hours post dosing alt had -

~recovered. The study author stated that “all the cats that salivated were due to licking the
test material.” Two males in the test substance group vomited, one on study day 19 and
the other on study day 25. Two males in the vehicle control group had loose stools, one
on study days 18 and 20, and the other on study day 33. One cat in the vehicle control
group was observed to be unsteady and circling during the p.m. observation period on
study day 23. By the a.m. observation period on study day 24, he had recovered but
exhibited a rough hair coat condition at the application site. No mention was made of the
study veterinarian examining this animal during the time he was exhibiting symptoms.
On study days 14 and 21, rough hair coat was noted at the application sites of all cats of
both groups 1-4 hours post dosing, and, on study day 21, one female from the test
substance group was pruritic at one hour after dosing, with recovery by 2 hours after
dosing. There were no observations of erythems, edema, or alopecia at the application
sites. One cat in the vehicle control group exhibited ocular discharge on study day -9
(during acclimation) and study day 16; since this condition occurred both before and after
treatment, it is unlikely to be treatment related.

11
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TABLE 2. Clinical observatinns of cats treated with Imidacloprid/Pyriproxyfen Spot-on Formulation
Treatment group Day . Observatlon

0 Salivation in 3 males and | female within an hour of dosing

14 Rough hair coat condition at the dose site in 6 males and 6 femnales at the
post dosing observation periods at 1-4 hours post dosing

16 Ocular discharge in one female cat at the 2.m. observation period*

L. Test substance 19 Vomiting by one male cat (#762) at the a.m. observation period

21 Rough hair coat condition at the dose site in 6 males and 6 females at the
post dosing observation periods at 1-4 hours post dosing; Pruritis in one
female at 1 bour post dosing

25 Vomiting by one male cat (#758) at the p.m. observation period

0 Salivation in one female within an hour of dosing

14 Rough hair coat condition at the dose site in 6 males and 6 fernales at the
post dosing observation periods at 1-4 hours post dosing

13 Loose steols in one male cat (#764)

20 Loose stools in one male cat {(#764)

2. Vehicle control { 3] Rough hair coat condition at the dose site in 6 males and 6 females at the

post dosing observation perieds at 1-4 hours post dosing

23 One male (#744) was circling and unsteady at the p.m. observation

24 Rough hair coat condition at the dose site in one male (#744)

33 Loose stools in one male cat (#749) -

Datz taken from Tabies 6A and 6B, pp. 34-35, MRID 45097001,
* This cat also exhibited ocular discharge on study day -9, during acclimation. .

Individual body weights of the cats fluctuated throughout the acclimation and treatment
periods, with no consistent pattern being observed. Mean body weights of both groups,
with the sexes both combined and separated, increased at each consecutive weighing from
study day -1 to study day 37. There were no significant differences between groups for
post-treatment changes in body weight

E. tion

All of the cats on the study generally consumed greater than or equal to 75% of their

food. One female (#750) in the test substance group consumed between 25 and 75% of

her food on study days -13, 12, 15-17, 19, and 30-33. One female (#751) in the vehicle

control group consumed between 25 and 75% of her food on study days 13, 14, 16-18,

31-32. Three additional cats from the test substance group and one cat from the vehicle o
control group consumed 25-75% of their food for 1-3 days. Cat number 744 from the

vehicle control group, who was observed to be circling and unsteady on study day 23,

consumed less than 25% of his food on study day 22 and 25-75% of his food on study

days 23 and 24. All of the previously mentioned animals consumed greater than or equal

12
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to 75% of their food during the remainder of the pre-treatment and treatment intervals,
The study report did not include the quantities of food the cats were fed.

. Hematology

Nine of the samples submitted for complete blood count and three of the samples sub-
mitted for coagulation measurements were could not be analyzed due to clotting.
Additional samples were collected and tested as follows: study day 1 sampling and
testing were repeated on study day 8; study day 22 sampling and testing were repeated on
study day 23; and study day 37 sampling and testing were repeated on study days 41 and
42. Statistical analyses were conducted both with and without the data from the repeated
tests, and wherever statistical significance was present without data from the repeated
tests, it was also present when the data from the repeated tests was included. The
individual results from these repeated tests were omitted from the study report aithough
these data were included in calculating means and standard deviations. Statistically
significant (p<0.10) Group by Day interactions were found for the following parameters:
platelet counts for males, erythrocyte counts for females, and activated partial thrombo-
plastin times, leukocyte, eosinophil, and lymphocyte counts, and mean corpuscular
volumes for the pooled sexes. These values are given in Table 3. These values were ail
within pre-treatment ranges, and the changes were considered to be spontaneous in nature
and unrelated to treatment.

On study day 22, cat #744 (the cat that was observed to be circling and unsteady on study
day 23) exhibited an increased hematocrit, erythrocyte count, and hemoglobin
concentration. These values were all outsxde the pre-treatment ranges for these
parameters. (See G. Clinical

13
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TABLE 3. Hematology and coagulation parameters in cats treated with Imidactoprid/Pyriproxyfen
Spot-on Formulation which exhibited statistically signlficant (p<0.10}Changes,
Group by Day interactions *
1. Test substance 2. Controls
Parameter Baseline | Day | Day 22 { Day | Bascline { Day | Day22t | Day3?
1t r 1
Males
Platelets (16%L) 0.33 0.26 0.34 0.39 0.30 0.29 0.34 0.33
Females
Erythrocytes 9271 3.7 8.48 -8.8% 8.46 7.86 8.35 3.65
{10%uL)
Pooled Sexes

Activated partial 12.68 13.03 12,21 1228 13.53 12.80 12.94 1334
thrombopiastin time
(sec)
MCV (1) 4133 4119 4134 41.47 4281 43.08 43.27 42.85
Leukocytes (10°uL) 15.05 14.34 1144 11.99 13.74 15.07 13.12 1024
Eosinophils (10%/xL) 0.51 1.10 0.43 0.43 0.93 0.90 0.65 0.39
Lymphocytes 622 5.44 4.04 5.13 4.68 4.63 3.87 3.26
(10%/ul.)

Drata taken from Tables 1.1 and 1.2, pp. $1-82, MRID 45097001

* Mean valnes

* Basefine values are the means of results from study days -7 and -1.

® Means for compiete bicod count ({CBC) parameters inciude data from Day 8 for one female,

¢ Means for CBC parameters include data from Day 23 for one male.

* Means for CBC parameters inciude data from Day 40 or 41 for two males and two females.

f Means for CBC parameters include data from Day 8 for two females end one male. Meens for coagulation parameters
include dats from Day 8 for one female.

* Means for CBC parameters inciude data from Day 23 for one female

* Means for coagulation parameters inciude data from Day 40 or 41 for one male.

G. Clinical chemistry

Statistically significant (p<0.10) Group by Day interactions were found for the following
clinical chemistry parameters: alkaline phosphatase and BUN/Creatinine ratio in males.
These values were within the pretreatment ranges, and the changes were considered to be
spontaneous in nature and unrelated to treatment.

On study day 22, cat #744 (the cat that was observed to be circling and unsteady on study
day 23) exhibited increased sodium concentration and total protein; both these values
exceeded the pre-treatment ranges. There were also slight increases in his BUN on study
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days 1 and 37 and creatinine. These findings in conjunction with those mentioned above
(see F. Hematology) are consistent with hemoconcentration due to dehydration.

TABLE 4. Clinlcal chemistry parameters in cats treated witk Imidacloprid/Pyriproxyfen $pot-on
Formulsation which exhibited statiséieally slgnificant (p<0.19) Group hy Day iateractions

1. Test substance 2. Controls
Parameter
Baseline Day 1 Day22 | Day37 | Bagellne | Dayl Day22 | Dayd?
Males
Alkaline 5292 48.33 48.50 45.50 48.92 52.00 53.17 39.00
phosphatase activity
(wl)
BUN/creatinine ratio 13.86 18.43 17.56 19.60 18.29 18,33 19.77 18,73

Data teken from Tables ITLL, p. 8¢, MRID 45097001.
* Mean values

Necropsies and histopathological examinations were not performed, as all animals
survived until termination of the study, and no animals displayed clinical signs which
were considered to warrant necropsy.

o

IV.DISCUSSION .

A. Treatment related clinical signs included salivation and a rough hair coat appearance at
the treatment site. Four cats from the test group and one from the control group
exhibited salivation after the first treatment. Salivation was first noted within an hour of
dosing and ended before the 2 hour post-treatrnent observation period. The study author
attributed the salivation to the animals licking the test substance or vehicle, A rough hair
coat appearance at the application sitec was noted for all cats in both groups on study days
14 and 21 during all post-treatment observations, and one animal from the test group was
pruritic at one hour post dosing on study day 21. Clinical signs that may have been
related to treatment included vomiting by two cats in the test group and loose stools
from two cats in the (vehicle) control group. Additionaily, one male from the control
group exhibited inappetence on study days 22-24 and was observed to be circling and
unsteady at the p.m, observation period on day 23. Clinical chemistry and hematology
findings from this cat on day 22 were consistent with hemoconcentration due to
dehydration {¢levated hematocrit, erythrocyte count, hemoglobin, BUN, creatinine,
sodium, and total protein), but since this cat was apparently not given a physical
examination, it is unknown whether he was clinically dehydrated, febrile, or presenting
neurological deficits, His behavior and appetite were normal for the remainder of the
study, as were his clinical pathology parameters. There were no other treatment related
effects on hematology, coaguiation, and clinical chemistiry parameters. There were no
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treatment related effects on body weights or food consumption, and there was no
evidence of irritation at the application sites. Since the cat that exhibited inappetence,
circling, and unsteadiness following the fourth treatment was in the control group, these
clinical signs were clearly not due to toxic effects from the active ingredients of the
product; however, they may represent toxic effects from an ingredient in the vehicle. The
animal was not examined more closely. However, the signs were transient, and the
animal apparently recovered with no clinical signs for the remainder of the study and no
abnormal physical examination findings on study day 37. The guideline only requires a
single re-treatment with observation of the animals to continue only 14 days beyond
treatment if no clinical signs of toxicity are noted. As the clinical signs in question did
not occur until day 22, (exactly 15 days afier the second treatment and were exhibited by
an animal from the vehicle control group), they are not considered to be a treatment
related.

. Study deficiencies

An animal on the study exhibited clinical signs which needed a thorough examination to
determine the possible cause of such clinical signs.

Due to clotting of some blood samples, it was necessary to collect and test additional
samples. Where necessary, study day 1 sampling and testing were repeated on study 8,

study day 22 blood sampling and testing were repeated on day 23, and study day 37 blood

sampling and testing were repeated on study days 41 and 42. Individual data from the
repeated tests were not included in the study report. The guideline requires clinical
pathology testing 24 hours after treatment with additional assessment on day 7 if the day
1 results are altered. It is unclear why the tests on day 1 were not repeated until day 8.

P
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Doug
Spilker/SHAWN/AGCHEMU
SIBAYER

12/04/2008 02:57 PM

Dear Mr. Davis,

To
cc

heo

Subject

davis.kable@apa.gov

Jannifer
Schofield/SHAWN/AGCHEM/US/BAYER@BAYER-US-NOT
ES, Dan
Ciszewski'SHAWN/AGCHEM/US/BAYER@BAYER-US-NOT
ES, Tenry
McNamara/SHAWN/AGCHEM/US/BAYER@BAYER-US-NO
TES

Ermnst
Heinen/SHAWN/AGCHEMAUS/BAYER@BAYER-US-NOTES
Domestic Anirnal Safety Study on Kiftens - Decision 400153

Reference is made to the Agency's review, dated November 20, 2008, of the domestic animai safety study
protocol (EPA File Symboi No, PR-27997; MRID 47540901) for the proposed product imidacioprid plus
pyriproxyfen for use on cats and kiitens. The cover ietter from you, dated November 21, 2008, indicated
that the protocol was deemed accepiabie with the two following provisions:

1. "EPA Guidelines 870.7200 specifies that at isast six animals per sex should be used at each
dosage ievel”
Bayer Response; As described in the Agency’s protocol review, the study protocol wili be

amended to require that ali treatment groups contain 12 animals (six male and six femaie) as tested

in fwo repiicates:

e 5x negative confrol sybstance {mineral oli) = six animals (three per gender) per replicate

(12 totai)

3x vehicie controi substance = six animals (three per gender) per replicate (12 total)
5x vehicle control substance = six animals {three per gender) per repilcate (12 total)
3x test substance = six animais (three per gender) per replicate (12 total)
5x test substance = six animals (three per gender) per repilicate (12 total)

The randomization section of the protocoi will be appropriateiy modified to refiect this change.

2 "Coagulation times are not neaded as these data are available from adult cats and can be
used."
Bayer Responsge: The testing of coaguiation times wiii be removed from the protecoi per the

Raviewer's recommendation.

Additional item: Also in the review (ltem No. 1, page 2 of 5), TRB commented that "No information [was]
given as to the percentages of the active ingredients and/or inerts in this formulation." This need wis also
expressed in a telephone cail by the Agency (K. Davis to D. Spilker), on November 19, 2008, In '"n-
response, Bayer sent the Agency (emall dated Nov. 18, 2008) the Confidentiai Statement of Fomw],a fqr
the proposed product. in explanation, the citation in the Appendix of the proposed protooot was megefy ge
"piaceholdes” for Inserting the Certificate of Analysis on the test articie actuaily used iy the sl'udy »

With Bayer Animai Heaith’s above agreement to revise the protocoi appropriateiy acconting-to the

Agency’s review, and the providing of the proposed formuia, it is our understanding that this protocel :
would be considered accepiabie to the Agency. The protocol wili ultimately be inciudBli® a part Ofdlan
final domestic animal safety study report. However, it is unciear whether the Agency wolig fike to have a
copy of the aforementioned amended protocoi for thelr fiies prior to the conduct of the study, Pleagt®*e,

respond with your desire for this, and whether any of the above understandings are incorrect.

LETY ]
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* m

LAY X ]
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Best regards,
Douglas A. Spilker

Doug Spilker, Ph. D.

Manager - EPA Reg. Affairs
BAYER HEALTHCARE LLC
ANIMAL HEALTH

Office: +1 913-268.2751

Mobile: +1 816-506-3102

Fax: +1 913-268-2135

Email: doug.spiker.b@bayer.com

Address:
P.O. Box 380
Shawnee Misslon, K& 66201-0380

Country: USA

Bayer Animal Health "Powered by Peopie, Driven by Science”
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
WASHINGTON, D.C. 20460

OFFICE OF
PREVENTION, PESTICIDES
AND TOXIC SUBSTANCES

Douglas A. Spiiker
Bayer HealthCare, LLC

P.0. Box 390 NOV 21 2008
Shawnee Mission, KS 66201-0390

Dear Dr. Spiiker:
Subject: Protocol; Domestic Animal Safety Study on Kittens

Imidacloprid + Pyriproxyfen Spot-on
Date Submitted: September 12, 2008

The Agency has reviewed the submitted protocol for the conduct of a domestic animal safety
study on kittens (MRID 47540901) using an imidacloprid + pyriproxyfen spot-on product. The
Agency’s review (D356838) dated November 20, 2008, was deemed acceptable with the following
provisions:

1. EPA Guidelines 870.7200 specifies that at least six animals per sex should be used
at each dosage level, In addition, the guidelines also state the vehicle control should
be administered at a 5X level. The Agency strongly recommends that a total of 12
animals be dosed with the 5X vehicle control substance. Please see attached review
for further detail.

2. Coagulation times are not needed as these data are available from adult cats and can
be used. The listing of hematology and clinical chemistry parameters that will be
measured is appropriate. Please see attached review for further detail.

A copy of the Agency review has been enclosed for your records. Should you have any questions
regarding this letter, please contact me at (703) 306-0415,

Sincerely,

Entomologist
Insecticide-Rodenticide Branch
Registration Division (7505P)

Enclosure- Agency Review (D356838)
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY

amy
A ’?@.% WASHINGTON, D.C. 20460
i’»& OFFICE OF PREVENTION, PESTICIDES
AND TOXIC SUBSTANCES

CONTAINS CONFIDENTIAL BUSINESS INFORMATION

November 20, 2008

MEMORANDUM

Subject: Subject: Domestic Animal Safety Study on Kittens
EPA Reg. No. /File Symbol: PR-27997
DP Barcode: DP 356838
Decision No.: 400153
Action Code: R272
PC Codes: N/A

From: Byron T. Backus, Ph.D),, Toxicologist (’) i, ﬂ “
Technical Review Branch ((-1e - == g
Registration Division (7505F) ’—Wﬁ’

To: Kable Davis/Venus Eagle, RM 01

Insecticide-Rodenticide Branch
Registration Division (7505F)

Registrant: BAYER HEALTHCARELLC

FORMULATION FROM LABEL:

N/A

ACTION REQUESTED: The Risk Manager requests:,

¥...Please review the attached domestic animal protocol for kittens. The proposed spot-on will
contain a mixture of imidacioprid and pyriproxyfen. In addition to the study, I also included a
copy of the cover letter which expiains everything...”

BACKGROUND:

The material received for review includes a document (assigned MRID 47540901) titled:

“Evaluation of the General Safety of Imidacloprid + Pyriproxyfen Spot-On in 8-Week-Old
Kittens.”

Page 1 of 3
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COMMENTS AND RECOMMENDATIONS:
TRB’s comments are listed below:

1. No information is given as to the percentages of active ingredients and/or inerts in this
formulation. Currently, the registrant has a registered product (EPA Reg. No. 11556-116) with a
label declaration of 9.1% imidacloprid as sole active; this product is a spot-on for use on cats and
kittens 8 weeks of age or older.

2. Two kitten safety studics were submitted to support the registration of 11556-116, These
studies were reviewed by Virginia Dobozy in a memorandum dated 9/23/97. The following are
the executive summaries of these two studies:

i, In a domestic animal safety study (MRID #44157301), six 6 week-old kittens/sex were
treated with Advantage™ (9.1% imidacloprid) at 5X the recommended use rate (2.0 mL),
Six kittens/sex were also treated with the vehicle control at the recommended use rate
(0.4 mL). According to the study protocol, the animals were supposed to receive 8
treatments at weekly intervals. However, two males and two females in the imidacloprid-
treated group died or were euthanized within 72 hours afler the first treatment. On
necropsy, the two ferales had suppurative cholangiohepatitis which was assumed to be
due to an ascending bacterial infection in the liver. In addition, one female bad mild
diffuse lipidosis. There were no remarkable findings in the males. The study protocol
was revised to test the toxicity of the major vehicle excipient. Three six week-old female
kitiens were treated with the vehicle at 5X the recommended use rate. All three died
within 24 hours of treatment. The study report concluded that the kittens were stressed
from weaning and were not able to tolerate 5X the recommended use rate.

The study is considered unaceeptable and eannot be upgraded. It was terminated prior
to completion due to animal welfare considerations. .

ii. In a domestic animal safety study (MRID #44157302), six 8 week-old kittens/sex were
treated with Advantage™ (9.1% imidacloprid) at 5X the recommended use rate (2.0 mL)
at weekly intervals for eight treatments. Six kiftens/sex were treated with the vehicle
control at the recommended use rate (0.4 ml.) at weekly intervals for eight treatments,
There was no evidence of treatment-related toxicity in clinical signs or clinical pathology
parameters, All animals gained weight during the study. It was demonstrated that 8
week-old kittens can tolerate a dose of 5X the recommended use rate,

The study is considered acceptable and satisfies the draft guideline requirement (81-6)
for a domestic animal safety study.

Three 5ix week-old female kittens died after treatment with the vehicle at 5X the recommended
nge rate in the study in MRID #44157301. From the DER for this study: “The study report states
that the death of the vehicle-treated kittens substantiated that the major excipient induced the
toxicity observed in the Advantage™ -treated kittens.” No deaths among the vehicle control
kittens occurred in the study in MRID 44157302, but these animals were only treated at the 1X
(0.4 ml.) dose level.

Page 2 of §
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3. From p. 6 of MRID 47540901 the study will be conducted in two equivalent replicates. Each
replicate will include the following: .

5x negative control substance (mineral oil) = six animals (three per gender) per replicate
3x vehicle control substance = four animals (two per gender) per replicate.

5x vehicle control substance = four animals (two per gender) per replicate.

3x test substance = six animals (three per gender) per replicate.

5x test substance = six animals (three per gender) per replicate.

This gives a total of 8 animals (four per gender) for the 5x vehicle control substance. The
870.7200 Guidelines specify that: “At least six animals per sex should be used at each dosage
level.” In addition, the Guidelines state that: “The vehicle control should be administered at a
5X level. The vehicle should contain the inert ingredients at the maximum levels that would
appear in the 5X formulation.” TRB strongly recommends that a total of 12 animals be dosed
with the 5X vehicle control substance. If there is a limit to the number of animals that are used in
this study then the total number of animals in the 5X negative control substance (mineral oil)
group can be reduced to eight animals (four animals per replicate}. The absence of a 1X group is
noted; however, if no effects are observed in the 3X test substance group then this should be no
problem.

4, From p. 10 of MRID 47540901 it is stated that kittens will be prophylactically treated against
coccidiosis in the period during the acclimation period (specifically days -14 to -10). TRB
would have no objections to the treatment of the kittens with drugs up to day -3 to minimize the
possibility that they would show effects from protozoan infestations during the treatment period.
From p. 13 all kittens will be treated with fenbendazole and sulfadimethoxine on days 3 to 7; if
the need for additional treatment becomes necessary a facility veterinarian, the study director and
sponsor representative would agree with the selection “so as to avoid the use of medications
and/or therapies that either enhance or diminish the pharmacological effects of the test substance.
However, if necessary, emergency treatment will be given immediately to any animal and the
sponsor representative will be notified as soon as possible.” This is acceptable to TRB.

5. From information on p. 12 a 1X dosage of the test substance would be 0.23 ml,, and a 1X
dosage of the vehicle control would be 0.21 mL. The 3X and 5X applications would then be
multiples of these quantities. The total dose will be divided by three and will be administered as
3 subdoses approximately 60 minutes apart. The applications will be made directly to the skin
on the dorsal midline from the base of the skull to the interscapular region. These dosage rates
and type of application are acceptable.

6. In order to minimize stress on the animals, 1-3 mL [per kitten] of blood will be collected from
the animals on study days -7, 1, 15 and 28. Coagulation times are not needed as these data are
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available from aduit cats and can be used. The listing (p. 16) of hematology and clinical
chemistry parameters that will be measured is appropriate.

7. TRB has no objections or concerns regarding the rest of the proposed protocol.

Page 5of §
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21-Day Screen Completed by
Contractor

21-Day Expireson (2 -24-07

Jacket# |1SS6- RN
MRID#__ 459 24§

Transfer This Jacket to:

Limvda  Aramsron)
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letrgl oy
Memorandum Trolespm
| (s
Date: > 1o/l oq
To: P ™M o1 , Regulatory Manager

From: Information Services Branch, ITRMD

Your receipt of this data submission is not an
indication that MRIDs for the enclosed studies have
been posted to OPPIN.

We expect that it will be approximately 5 days
from the above date before the study-level data is
available in OPPIN.

If you have any questions about this process,
please contact Teresa Downs (305-5363).

This is a: )Z;/\fully accepted submission
[ partially accepted submission
[ rejected submission
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Unare Sitint EREEEmonty Brolizior Lgenty
Glitren of Poa it 8 rogami

Srlprma or Resguizat ang Sefel it Dovilion
tntoemguon Seendtg Eoangn

SEPA

ADMINISTRATIVE NO(S).: /556 - RLN

PM: _ /

CHEMICAL NO.:

The jacket for this action can be
requested through the JACKETS system.
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PRIA . — 21 Day Content Screen Review Worksheet

(EPA/OPP Use Only)
3/23/09
21 Day Screen Start Date: 12-3-019 fk/
Experts In-Processing Signature; _ 1 F IHaes pindod  Date [2-4-07  FeePaid: YestV
Division management contacted on issues  No Yes Date

EPA Reg. Number: NSSE- QL}\) EPA Receipt Date: ]2'_3__,09

Items foy Review

Yes

No

N/Aw

Application Form (EPA Form 8570-1){link to form) signed & complete
inclading package type

Confidential Statement of Formulia all boxes completed, form signed, and
dated (EPA Form 8570-4) {(Link to formn)

A
-

a) All inerts (Jink to http://www.epa.gov/opprd001/inerts/), yes no
inchading fragrances, approved for the proposed uses (see ><
Footnote A)

Certification with Regpect to Citation of Data (EPA Form 8570-34) (Link to
form) completed and signed (N/A if 100% repack)

Certificate and data matrix consistent

X >

If applicant is relying on data that are compensable, is the offer yes i no
to pay statemnent included. (5¢e Footnote B)

If applicable, is there a letter of Authonization for exclugive use only.

Formulator’s Exemption Statement (EPA Form 8570-27) (Link to form)
completed and signed (N/A if source is unregistered or applicant owns the
technical)

Data Matrix (EPA Form 8570-35) (Link to form) both intemal and extemal
copies (PR 98-5) (Link to PR 98-5) completed and signed (/A if 100%
repack)

yes | no
a) Selective Method (Fee category experts use) X

b) Cite-All (Fee category experts use)

c¢) Applicant owns all data (Fee category experts use)

5 Copies of Label (link to http://www.epa.gov/oppfeadi/labeling/lrm/)
(Electronic Iabels on CD are encouraged and guidance is available)(link to
http:/fwww.epa.govipesticides/regulating/registering/submissions/index.hirmdilabels

)
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Is the data package consistent with PR Notice 86-5 (link to PRN 86-5)

Mofice of Filing (link to

http:/fwww.epa.gov/pesticides/regulating/tolerance petitions.him) included
with petitions (link to
http://www.epa.gov/pesticides/regulating/tolerances.ntm)

If applicable for conventional applications, reduced risk rationale (link to
http://www.epa.gov/opprdd01/workplan/reducedrisk.htmi)

10

Required Data (link to

http://swwww.epa.gov/pesticides/regulating/data _regquirements.hitm) and/or

data waivers. See Feotnote C.

a) List study (or studies) not included with application
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Comments:
17 S‘lucl\'c;, L)‘g‘g.oc,icd:,& L,}/ \ A c'fp{ h‘«\)(_ ﬂD'\"
Fﬁf‘.‘«ﬁle—i 86" 5 I‘EVie.W. (CDfFC.C.f"bﬂ é. evid M)

Joeleex Passed e p 477298

* N/A — Not Applicable

Footnotes

A. During the 21 day initial content review, all CSFs will be reviewed to determine
whether all inerts listed, including fragrances, are approved for the proposed uses. 1f an
unapproved inert is identified, the applicant must either 1) resolve the inert issue by, for
example, removing the inert, substituting it with an approved inert, submitting
documentation that EPA approved the inert for the proposed pesticidal uses, correcting
mistakes on the CSF, etc. or 2) provide the data to support OPP approval of the inert or 3)
withdraw the application. Removing or substituting an inert ingredient will require a new
CSF and may require submission of data. All information, forms, data and
documentation resolving the inert 1ssue must have been received by the Apency or the
apnlication withdrawn within the 21 day period. otherwise, the Agency will reiect the
application as described below.

To successfully complete this aspect of the 21 day initial content screen, applicants are
strongly encouraged to verify that all inert ingredients have been approved for the
application’s uses even if a product is currently registered by consulting the inert Web

3
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site [link to http:/Al W4 1if the inert is not
approved, to obtain the necessary inert approval prier to submitting an application
to register a pesticide product containing that inert ingredient. Some inert
ingredients are no longer approved for food uses or certain types of uses. The name
and/or CAS number on a CSF must match the name and CAS number on this web site.
Simple typographical errors in the name or CAS number have resulted in processing

delays.

If an inert is not listed on the inert ingredient web site and the applicant believes that the
inert has been approved, the applicant should contact the Inert Ingredient Assessment
Branch (11AB) at inertsbranch@epa.gov and resolve the issue. Copies of the
correspondence with IIAB resclving the issue should accompany the application. All
new inerts except PIP inerts are reviewed by IIAB. The IIAB should also be contacted
for any questions on what supporting data needs to be submitted for and the Agency’s
inert review process. Questions on PIP inerts should be directed to the Chief of
Microbial Pesticides Branch [Link to

http://www.epa.gov/oppbppdl/biopesticides/cantacts_bppd.htmy].

When a brand, trade, or proprietary name of an inert ingredient is listed on a CSF,
additional information such as an alternate name of the inert, CAS number or other
information [link to hitp:/www.epa.gov/opprd001 /inerts/tips.pdf} must also be included
to enable the Agency to determine if it has been approved. Each component of an inert
mixture (including a fragrance} must be identified. In some cases, the supplier of the
mixture or fragrance may need to provide this information to the Agency. Prior to the
Agency’s receipt of an application, applicants must arrange with a proprietary mixture or
fragrance supplier to provide the component information to the Agency or promptly upon
EPA’s request. If the inert ingredients in a proprietary blend {including fragrances)
cannot or are not identified or provided within the 21-day content review period, the
Agency will reject the application.

During the 21 day content review, applicants should submit information to the individual
identified by the Agency when the applicant is informed of an unapproved inert.

Unapproved Inerts Identified on CSFs

All applications except conventional new products and PIPs

Once an unapproved inert is identified on a CSF, the Agency will contact the
applicant with the following options:

1. Correct the application by, for instance, correcting the inert’s identity or CAS
number, providing documentation that the inert has been approved, or
removing the unapproved inert from the CSF or replacing it with one that is
approved for the application’s uses; or

2. Submit the information and data needed for the Agency to approve the
unapproved inert. If this option is selected and implemented, the Agency may
request an extension in the PRIA decision review timeframe to accommodate
the inert review/approval process;

4
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ot the full fee for the fee

category estimated); or

If none of these options is selected and implemented by the applicant within the
21 day content review period, the Agency will reject the application and retain
25% of the full fee of the category identified. '

Conventional New Product Applications

When the Registration Division identifies an unapproved inert on a CSF with an
application for a new product that the applicant has not identified as requiring an
inert approval (R311, R312 or R313), it will contact the applicant with the
following options:

1. Correct the application by, for instance, correcting the inert’s identity or CAS
number, providing documentation that the inert has been approved, or
removing the unapproved inert from the CSF or replacing it with one that is
approved for the application’s uses; or

2. Submit the information and data needed for the Agency to approve the
unapproved inert, including any required petition to establish or amend a
tolerance or exemption from a tolerance. (This option may change the PRIA
category for the application, which could require a longer decision review
time and a larger fee. If additional fees are due, they must be received by the
Agency within the 21 day content review period.)

3. Withdraw the application (the Agency retains 25% of the full fee for the fee

category estimated); or

If none of the above options is selected and implemented during the 21-day
content-review period, the Agency will reject the application and retain 25% of
the appropriate fee for the new product-inert approval category.

P1P Applications

When the Biopesticide and Pollution Prevention Division identifies an
unapproved inert on a PIP CSF and a request to approve the inert does not
accompany the application, it will contact the applicant with the following

options:

1. Correct the application by, for instance, comrecting the spelling or name of the
inert to that in 40 CFR 174, or providing documentation that the inert has been

approved; or

2. Submit the information and data needed for the Agency to approve the
vnapproved inert. If an inert ingredient tolerance exemption petition is
required, the petition must be received by the Agency and the B903 fee paid
within the 21 day period. 1f this option is selected and implemented, the
Agency will discuss harmonizing the timeframe for both actions.

5
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3, Withdraw the application (the Agency retains 25% of the full fee for the fee
category estimated); or

If none of the above options is selected and implemented during the 21 day
content review period, the Agency will reject the application and retain 25% of
the fee.

B. A policy on documentation of offers to pay is still being developed, however, for a
me-too or fast track (similar/identical) new product, R300 or A530, an application
without the necessary authorizations of offers to pay will be placed into either R301 or
AS531. The Agency recomrnends that authorizations of offers to pay be submitted with
other PRIA applications to avoid delays in the Agency’s decision.

C. Biopesticide applicants are advised to contact the Agency and discuss study waivers
prior to submitting their application to the Agency. Documentation of such discussions
should be submitted with the study waiver.
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
WASHINGTON, D.C. 20460

December 4, 2009
OFFICE OF
PREVENTION, PESTICIDES AND
TOXIC SUBSTANCES

OPP Decision Number: D-424201

EPA File Symbol or Registration Number: 11556-RLN
Product Name: ADVANTAGE IGR 5

EPA Receipt Date: 03-Dec-2009

EPA Company Number: 11556

Company Name: BAYER HEALTHCARE LLC

DOUGLAS A. SPILKER, PH.D.
BAYER HEALTHCARE LLC
ANIMAL HEALTH DIVISION

PO Box 390

SHAWNEE MISSION, KS 66201-0390

SUBJECT: Receipt of Registration Application Subject to Registration Service Fee

Dear Registrant:

The Office of Pesticide Programs has received your application and certification of
payment. [f you submitted data with this application, the results of the PRN-86-5 screen will be
communicated separately. Puring the administrative screen, the Office of Pesticide Programs
has determined that this Action is subject to a Pesticide Registration Service Fee as defined in
the Pesticide Registration Improvement Act.

The Action has been identified as Action Code: R310

NEW PRODUCT;NON-FAST TRACK (INCLUDES REVIEWS OF PRODUCT
CHEMISTRY;ACUTE TOXICITY;PUBLIC HEALTH PEST EFFICACYY);

No additional payment is due at this time.

If you have any questions, please contact the Pesticide Registration Service Fee
Ombudsman at (703) 305-6249.
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[Fee for Service]  {863543+~

This package includes the following for Division
® New Registration ©AD
O
¢ Amendment BPPD
®RD
@ Stugies? O Fee Waiver? R 1
is r.
Cvolpay % Reduction: g
Receipt No. S-| 863543
EPA File Symbol/Reg. No. | 11556-RLN
Pin-Punch Date: 12/3/2009

]

_Wg:___ ......................... -

This item is NOT subject to FFS action.

Requested:
Granted:

Amount Due;

;@3/@
A23/0
s S ”

Parent/Child Decisions: !

D i appasced S £ed u/v/ 5

>4 Inert Cleared for Intended Use ®

Reviewer:

Uncleared Inert in Product

Remarks:

Date: 4%/ 5‘/%9% |
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Pay.gov ~ Online Payment Page 1 of 1
Online Payment
Online Payment = = , e
Step 3: Confirm Payment 1{2|3
Thank you,
Your transaction has been successfuliy completed.
Pay.gov Tracking information
Application Name: PRIA Service Fees
Pay.gov Tracking 1D: 2501iCHP
Agency Trackling 1D: 74089837114
Transaction Date and Time: 11/23/2009 12:03 £EST
Payment Summary .
Address Informatlon Accountinformation = ° Paymentinformation
ol AchounE Dougias A. Spilker Gard Type: Master Card .' Payment Amount: $4,578.00
oider Name: Card Number: “**********0576 | Transaction Date 11/23/2009
Bliling 12767 Shawnee Decizion ‘ and Time: 12:03 EST
Addresa: Mission Parkway Numbar: :
B"Hng Bayel’ Animal Reo istration
Address 2: Health gNumber:
City: Shawnee Company Bayer HeatthCare,
State / KS Name: LLC-AHD :
Zip / Postai 66216-1846 Number: 11556
Cade: .
: . Action Code: R310
Country: USA

216




Unitod States X Reg!stratlon

OBP ldontifier Numbar
) .
WEPA Environmental Protection Agency Amendmeant
Washington, DC 20460 : Other
Application for Pasticide - Section |
1, Company/Product Number 2. EPA Product Manager 3. Proposad Cisseificetion
H55600 RN Venus Eagle
4. Company/Product {Nama) PAS Eﬂm D Restricted

Advantage IGR 5 0t
8. Narme and Addrees of Applicant fholude ZIP Codel &. Expadited Review. In accordance with FIFRA Section 3ick(3]
Bayer HealthCare LLC, Animal Health Division {b){fl, my product is similar or identical in composition and labeling
P.0. Box 390 to:

Shawnae Mission, KS £6201-0390 B | EPA Reg. No.

Dmmxmaamwwm Product Name ___
kit SO e
Section - Il
D Amardmant « Explain balow. Final printed isbele in rospones to
Agonoy letter dated
D Rewubriasion in responss to Agency letterdeted D "Me Too™ Appliostion.
D Notificetion - Explein below. Othar - Explain beiow.,

Explanation: Use additional pagels) if necessery. (For seotion i and Section i1}

Application for new product registration; Proposed Fee Category: R310 - "New end-use or manufacturing-use product; requires review
of data package within RD." Fee category recommended by V. Eagle (PM01). See attachment (Bpp.) for more information.

Contact: doug.spilker.o@bayer.com

Saction - 1l

1, Materlal This Product Wil Be Packaged In:

Child-Recintant Packeging | Unlt Packeging Water Soluble Pockeping 2. Typo of Container
Yos™ Yoo B < Motad
Plastio
% il Mo Glase
# "Yoo" No. per if "Yoo* No, pet X__§ Papor
* Cortificetion must | Unis Peck wgt. contalner Package w anteiner Oth nei
be submitted saing wat = N o (Spacify)
3. Loostion of Met Contents information 4. Sizeln} Roteit Comainer 8. Locetion of Label Directions
4-0.23mL tube ‘ Gn Label
Labet D Container . ] On Laboling scaampanying product
. . " %] Other See attachment
8. Manner in Whish Label is Affixed to Product W’d X
Stanciied
Sectlon - IV
1. Contect Point [Compiale items directly baelow for idantificetion of individual i be contacted, ¥ ¥, o pro thiz spploetion. }
& )
Nsma Titie . Teisphona Hovdlosduds Arss Code}
Dougias A. Spilker, Ph.D. Manager, EPA Reg. Affairs 9% 3-253“275':1.
Certification : ' :'2 8. Dot Rppiicstion
I cortify that the statemonta ) have made on thiz form and &lf attachmants thereto are thue, acourate and aanpmco Racéived
I seknowisdgs thet any knowingly feles or mislending statsment may be punishsbis by fne or mdmmmm soe {Stamped)
bath under appliceble low. ¢ e
2, Signature 3. Tite evene o:.o.:.
L]
/ Manager, EPA Reg. Affairs colest .
. L X ] .
4. Typed Name 6. Dots ottt
- L1
Douglas A. Spilker, Ph.D, Fo Moy, LoTF S lete
EPA Form B570-1 (Rev. 8-94] Provicus sditions are obsolots. White - EPA Flle Copy {originel) Yaliow - Applosnt Copy
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*Product ingredient source information may be entitled to confidential treatment*

ATTACHMENT FOR OPP
APPLICATION FOR PESTICIDE NOTIFICATION

Advantage® IGR 5

With this application and the enclosed documents, Bayer HealthCare, Animal Health Division,
requests the registration of Advantage® IGR 5, a new spot-on insecticide product for use on
small cats and kittens. This imidacloprid + pyriproxyfen-containing product will be packaged in
single-use tubes for application by pet owners and veterinarians for control of various stages of
fleas and lice on cats and kittens.

Although this is an application for registration of a new product, the product itself is not really
new to the Agency. In explanation, on December 11, 2007, the Agency issued Notices of
Registration for both Advantage Plus 9 for Cats (EPA Reg, No. 11556-126) and Advantage Plus
18 for Cats (EPA Reg. No. 11556-129); see Appendix 1. The proposed product contains the
identical formulation and use pattern, residential - indoor, as the previously accepted products
Advantage Plus 9 and 18. Although Bayer HealthCare subsequently voluntarily withdrew the
registrations of Advantage Plus 9 and Advantage Plus 18, this was for marketing reasons, and
not because of a safety/risk issue or lack of data for the products. Therefore, much of the data
needed to support this proposed product has already been reviewed and accepted by the Agency
during the review process for the Advantage Plus 9 and 18. Furthermore, there are analogous
registrations for this jdentical formulation for use on dogs and puppies, currently registered as
Advantage Plus 10 (EPA Reg. No. 11556-128), Advantage Plus 20 (11556-125) Advantage Plus
55 (11556-127) and Advantage Plus 100 (11556-130).

Product Chemistry

The insecticide formulation is identical to the formulation previously accepted for the
imidacloprid + pyriproxyfen-containing cat products (Advantage Plus 9 and 18), as well as the
currently registered dog spot-on products (Advantage Plus 10, 20, 55 and 100). Therefore, the
product chemistry data requirements have already been satisfied for this formulation.

Briefly, the insecticide formmiation is a liquid solution of imidacloprid (9.1% w/w) and
pyriproxyfen (0.46% w/w) in inert ingredients which are on EPA’s list of acceptable inert
ingredients for use in pesticides, The source of the active ingredients for this prodict e

_ The product chemistry data to support the mglgugtlon “of *this

formulation are in the following Bayer Reports which are on file with the Agcncy, and listed in

the Data Matrix: ;!
-e - .
oo:oo. ...-.:
eesee’ .
*e e
....-.
- *e
Page 1 of 8 Tetes"
Advaniage IGR § ApplicationAttach2009.doc 11/30/05
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Bayer Report No. 75133 entitled "Product Chemistry of {10% wiv, 9.1% w/w)
Imidacloprid + (0.5% w/v, 0.46% w/w) Pyriproxyfen Topical Solution — OPPTS 830 -
Group A: Product Identity, Composition, and Analysis,” EPA MRID No. 45096902,

Bayer Report No. 75132 entitled "Product Chemistry of (10% w/iv, 9.1% w/w)
Imidactoprid + (0.5% w/v, 0.46% w/w) Pyriproxyfen Water Topical Solution, OPPTS
830 Group B - Physical/Chemical Properties,” EPA MRID No, 45096903, and,

Bayer Report No. 75130 entitled *Validation of Bayer Animal Health Test Method TMC-
14.02 for the Determination of Imidacloprid and Pyriproxyfen Topical Solution
Formulation by HPLC,” EPA MRID No. 45096901.

Although the report titles do not use the "Advantage® IGR” trade name, the formulation
described and tested is identical to Advantage® IGR 5.

Also, these three product chemistry reports support the registration of the two other pending
Advantage® IGR products [Advantage® IGR 9 and Advantage IGR 18] whose applications
accompany this application.

The Agency has previously reviewed these product chemistry data and found them acceptable
and fuifilling all product chemistry requirements, except for the Storage Stability data
requirement and some minor Confidential Statement of Formula (CSF) issues (see Appendix 2).
The CSF issues are moot, since new proposed CSFs are included in this application. Bayer
agreed to provide the stability data on the product using final packaging. This study is on-going,
with a due date to the Agency 5/31/2010; an interim report of the study was sent to the Agency
on 7/2/09 (see Appendix 3.)

Confidential Statement of Formula - Two copies of the respective Confidential Statement of

Product Toxicology Sene ..

We are relying on the previously accepted acute toxicity studies on the for;mnl&tmn t(isﬁppbrt
this proposed registration action; that is, no new acute toxicity data arel mt:h;dcd with the
application. The Precautionary Label Language and Signal Word are the sarageag the currently
EPA-accepted Advantage Plus for Dog products. Because the acute oral toxitity® value, for the
formulation was below the 1500 mg/kg “trigger,” and because this is a ﬁwtdgnnai uﬂé,}hc

products must be marketed in Child-Resistant Packaging (CRP). snses”
Page 2 of 8 Tetas’
Advuntuge JGR 5 AppicatonAttach2D09 doc 1H30/05
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*Inert ingredient information may be entitled to confidential treatment*

To support the registration of Advantage® IGR 5 (and also for the other two Advantage® IGR
products), the following acute toxicology data were submitted with the original applications for
the Advantage Plus registration sent April 10, 2000.

EPA EPA Bayer
MRID Guideline Report
Number Number Number Bayer Report Title

45096904 870.1100 75195 Acute Oral Toxicity Study with Imidacloprid
(9.1%) /Pyriproxyfen (0.9%) Spot On in Rats

45096905 870.1200 75196 Acute Dermal Toxicity Study with Imidacloprid
(9.1%)/Pyriproxyfen (0.9%) Spot On in Rats

45096906  870.1300 75197 Acute 4-Hour Inhalation Toxicity Study with
Imidacloprid (9.1%)/Pyriproxyfen (0.9%) Spot On
in Rats

45096907 870.2400 75199 Primary Eye Irritation Study in Rabbits with
Imidacloprid (9.1%)/Pyriproxyfen (0.99)/5.0%
Water Spot On

45096908 870.2500 75200 Primary Dermal Irritation Study in Rabbits with
Imidacloprid (9.1%)/Pyriproxyfen (0.9%) Spot On

45096909 870.2600 75201 Dermal Sensitization Study in Guinea Pigs -
Closed Patch Technique with Imidacloprid
(9.1%)/Pyriproxyfen (0.9%) Spot On

Please note, the siudy titles refer to test materials with a slightly different formulation than that
which is proposed for registration. The formulation proposed for registration contains 9.1%
imidacloprid, 0.46% pyriproxyfen, andjjjll} 2nd the other inert ingredients identified on
the Confidential Statement of Formula. The formulation used for five of the acute toxicity
studies contained 9.1% imidacloprid and a higher pyriproxyfen concentration (0.9%) and [Jjj
The formulation used for the primary eye irritation study {Bayer Report No. 75199, EPA
MRID No. 45096907) contained 9.1% imidacloprid, 0.9%

In a November 2, 1999 meeting between EPA anli Baycr
representatives, the Agency’s technical reviewers (Byron Backus and John Reddr.n) cqnﬁmwd
that EPA would accept these studies since the formulation tested represgntse a2 “worst ease”
compared to the current formulation proposed for registration, sesees

The Agency reviewed these six studies (review dated August 30, 2000; see Apgendrx 4)'.#Ll:s1x
studies were classified as “Acceptable” by the Agency and have fulfilled thg.amte toxioology
requirements necessary for registration. Based on the results of these six acute toxicity Sthtlies,

Page 3 of 8 Toena’

Advantage }GR 5 ApplicationAnach2009.doc F1/3G/09
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*Inert ingredient information may be entitled to confidential treatment*

the Agency concluded that the product would be a Toxicity Category III product with a
CAUTION signal word, The enciosed draft labeling reflects this signal word.

The results of the acute oral toxicity study (Bayer Report No. 75195; EPA MRID No. 45096904)
were an LDspof 1283 mg/kg for male rats and 1000 mg/kg for female rates. As these values
were below the 1500 mg/kg threshold level, and as this is a residential use, the Agency specified
the product must be in child-resistant packaging (CRP). Bayer conducted a follow-up acute oral
toxicity study (Bayer Report No. 75922; MRID No. 47089411) with the proposed final end-use
formulation (9.1% imidacloprid, 0.46% pyriproxyfen, and [l to confirm if this product
must be in child-resistant packaging. The estimated oral 1.Dsp for female rats in this study is
1098 mg/kg, and again below the 1500 mg/kg threshold for child-resistant packaging. Therefore,
we understand that the Advantage® IGR products must be sold in child-resistant packaging
(CRP) to receive registration from the Agency. Data from CRP testing is enclosed with this
action and is discussed below.

Packaging

This product will consist of a blister package constructed of plastic and foil containing individual
single-use plastic tubes each containing 0.23 mL of the liquid insecticide. For this product there
will only be one package size — a 4-tube package. The plastic and foil blisters will be marketed
inside cardboard boxes. The boxes will contain all of the appropriate text from the enclosed
draft labeling, dated 11/24/09. The complete label text, including directions for use, will beina
leaflet insert that will accompany the blister package in the cardboard box. The individual
plastic tubes inside the blisters will contain only the draft labeling indicated on page 8 of the
label text. Please note, because the tubes are very small in size, we are proposing that only the
product name, the active ingredients, the amounts of the active ingredients and the EPA Reg. No.
be printed onto each tube. This packaging and labeling scheme is identical to that used by
Bayer's currently registered product, Advantage® ¢ Topical Solution (EPA Reg. No. 11556-116).

Child-Resistant Packaging Testing

The most significant difference in the packaging between the previously registered products -
Advantage Plus 9 and Advantage Plus 18 - and the proposed products is that the products are in a
different Child-Resistant Packaging (CRP) material. For the previous products, the CRP
packaging was made of PVC and the respective child and adult testing data were found
acceptable to the Agency. The proposed products will be produced in KISI blisters. The testing
design to satisfy the requirements for all product presentations was developed Wity sthe
agreement of the Agency’s expert, Dr. Rosalind Gross (see Appendix 5.) The end results:qf these
efforts are that Bayer has developed CRP (KISI Type) blister packaging for 4tubeblistcy ?q,r:&le
Advantage IGR 5. The Child-Resistant Packaging tests have been conducted %ﬁ Great hakes
Marketing, Toledo, Ohio, using both children and senior panel tests accordiag.tp the Agency
guidance and the effectiveness specifications in 16 CFR Part 1700.15 (b) ﬁq,r.;:hjld—rpsistgnt

(special) packaging. segve  Yea%el
a [ ] »
L 13X X T

LL ]
- -

avaa

e "
Paged of 8 oses’

Advantage IGR 5 ApplicationAttach2009.duc 11730709

221




Details of the child-resistant and senior adult panel tests for the 4-tube blister package are
included in the following enclosed two reports to support the registration of Advantage® IGR 5
for cats and kittens:

Bayer Report No, 33741 (4-pack; child panel)
Bayer Report No. 33742 (4-pack; adult panel)

A CRP Certification letter is also enclosed.

With regard to the overall CRP testing of the various packaging configurations, Bayer is aware
of PR Notice 97-9 regarding the electronic submission of CRP test data, and therefore these data
have been prepared appropriately and are included on separate CDs with this application.

Efficae

To support the efficacy claims for the Advantage® IGR 5 (as well as Advantage IGR 9 and 18)
product(s) on cats, Bayer is citing studies previously reviewed and accepted by the Agency for
Bayer’s currently registered imidacloprid-containing Advantage® 9 Topical Solution (EPA Reg.
No. 11556-116) and Advantage® 18 Topical Solution (EPA Reg. No. 11556-118) products. The
Advantage IGR formulation contains 100 mg imidacloprid per 1.0 ml. of product. Based on
previous research, the minimum effective dosage of imidacloprid for coantrol of fleas and lice is
10 mg Al’kg (~4.5 mg Al/lb.) body weight. Therefore, this single-use tube of product (volume
0.23 ml.) when applied to cats and kittens up to 5 1bs. in weight (label limitation), provides the
appropriate and identical effective rate as the aforementioned Advantage products. Therefore, the
previously submitted data are relevant and support this application for registration. Specifically,
these reports are:

EPA MRID 43679503 entitled “Efficacy Evaluation of Bayt 7391 (Imidacloprid) 10%
Solution Applied Dermally for Control of Fleas on Cats” (Bayer Report No. 74571) and,

EPA MRID 43679504 entitled “Efficacy Evaluation of Bayt 7391 (Imidacloprid) 10%
Solution Applied Dermally for Control of Fleas on Cats” (Bayer Report No. 74581),

EPA MRID 43679609 entitled “Efficacy Evaluation of Bayt 7391 (lmidacloprid) 10%
Solution Applied Dermally for Control of Fleas on Dogs” (Bayer Report No. 74572) and,

EPA MRID 43679610 entitled “Efficacy Confirmation of Bay t 7391 (Imidacloprid) 10%
Solution Applied Dermally for Control of Fleas on Dogs” (Bayer Report No. 74541).

The above referenced studies support the once-per-month use of imidacloprid (Advantage®) to
control fleas and, therefore, the once-per-month use of imidacloprid in Advantage® IGR to
conirol fleas.

The currently accepted labels for Advantage® 9 and 18 Topical Solution and the draft proposed
labels for Advantage® IGR 5, 9 and 18 have a claim for water resistance of the product (i.e.
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waterproof), larvicidal efficacy, and a 12-hour “speed of kill” claim. These claims are supported
by Bayer studies previously submitted to, reviewed by, and accepted by the Agency for Bayer’s
currently registered products Advantage® 9 Topical Solution (EPA Reg. No. 11556-116) and
Advantage® 18 Topical Solution (EPA Reg. No. 11556-118). Specifically, these reports are:

EPA MRID 44256903 entitled “Evaluation of the Effects of Shampooing or Water
Immersion on the Initial and Residual Efficacy of Advantage® for Flea Control on Dogs”
(Bayer Report No. 74792),

EPA MRID 44256902 entitled “Imidacloprid Topical Formulation: Larvicidal Effect against
Clenocephalides felis in the Surroundings of Treated Dogs” (Bayer Report No. 74828) and,

EPA MRID 44256901 entitled “Comparative Evaluation of How Quickly Advantage® and
Frontline (fipronil) Top Spot Kill Fleas on Dogs™ (Bayer Report No. 74800).

Whereas Advantage® is efficacious against larval and adult fleas, the new Advantage® IGR
product is effective against flea larvae, adult fleas, and flea eggs. The active ingredient,
pyriproxyfen, is currently registered in numerous products for many different uses. Among these
registrations, there are at least 13 currently registered pyriproxyfen flea products which range in
active ingredient concentration from 0.125 to 5.3 percent. The concentration of pyriproxyfen in
Advantage® IGR (0.46%) falls within the range of concentrations of the currently registered
products.

Bayer is also citing three efficacy studies with pyriproxyfen from McLaughlin Gormiey King
Co. (MGK) with the appropriate MRID numbers. Enclosed with these applications is an
authorization letter from MGK to permit the use of these data to support the Advantage® IGR
products. Specifically, these reports are:

EPA MRID No. 450860801 entitled “Evaluation of Two Concentrations of Nylar
(Pyriproxyfen) in a Dip and Shampoo Formulation Against the Hatch of Fiea Eggs Collected
from Treated Cats” (MGK Report No, OT(018-94),

EPA MRID No. 450860801 “Flea Eggs: Target of the New IGR On-Animal Treatments”
(MGK Report No, OT016-93},

EPA MRID No. 450860801 “Final Report on Comparison of Isopropyl Alcohol Dilutions of
Pyriproxyfen and Fenoxycarb on Hatchability of Flea Eggs” (MGK Report No. OT006-96)
and,

Please note that “Nylar” is a trade name for pyriprox yfen.

The results of these studies support the once-a-month application rate for Advantage® IGR since
the efficacious concentration of pyriproxyfen used in the studies was lower than the
concentration in the formulation proposed for registration. In addition, the lower concentration
of pyriproxyfen was shown to be effective for a period greater than one month.
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These efficacy study reports also support the registration of the other Advantage® IGR products
for cats - Advantage® IGR 9 and 18 - whose application accompanies this application.

The only other pest that appears on the proposed label is biting (chewing) lice. To support these
claims, we reference the efficacy data (Bayer Report No. 75950; MRID No. 47190401)
previously used to support lice control for the Advantage Plus for Dogs product. The report is
referenced in the Data Matrix. These data show that the imidacloprid-containing Advantage is
very effective for the control of the dog louse (Trichodectes canis); see Appendix 6. The dog
louse and the louse infesting cats (Felicola subrostratus) are very similar in that they are both
considered "biting” lice. Therefore, the imidacloprid in the Advantage IGR formulation should
also be very effective for control of the cat louse, and we have received anecdotal reports via our
1-800 line that imidacloprid is effective against cat lice, when treating for fleas.

Companion Animal Safety

Adult Cats - Bayer has on file with the Agency Report No. 75122 (Evaluation of the General
Safety of 9.1% Imidacloprid with 0.9% Pyriproxyfen Spot-on Formulation in the Target Species,
Adult Cats) to demonstrate the safety of Advantage IGR in adult cats. The report was assigned
EPA MRID No. 45097001 and underwent Agency review. The EPA concluded that the report
was “Acceptable” and that the study adequately addressed the safety requirements contained in
Guideline 870.7200: Companion Animal Safety (see Appendix 7). Furthermore, the study
supports a 7-day retreatment interval.

The aforementioned report (EPA MRID No. 45097001) also supports the pending registration of
Advantage IGR 9 and IGR 18 which accompany this submission.

Kittens - A series of three companion animal studies collectively demonstrated the safety of the
imidacloprid + pyriproxyfen formulation in kittens 9 weeks of age and older, However, to
support a more desirable use pattern on the label allowing treatment of 8-week old kittens, a new
domestic animal safety study was conducted (Bayer Report No. 33714), using a protocol
submitted to and accepted by the Agency, with agreed to minor modifications (see Appendix 8.)
Bayer Report No. 33714 is being submitted with this application for registration of the
Advantage IGR 5.

Product Labeling

Enclosed for Agency acceptance are five (5) copies of draft labels, dated 11/24/09, for
Advantage® IGR 5. This label is very similar to the previously stamped-accepted label for
Advantage Plus 9 (EPA Reg. No. 11556-126; see Appendix 1). The label for the proposed
product differs from the previously registered Advantage Plus product in the following areas:

1. Appropriate label language to propose a miinimum age restriction (8-weeks) on kittens;
2. Broadening the bulleted list of marketing claims
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3. Revising the HOW TO OPEN section to include more information since the product will
now be sold in a different Child-Resistant Packaging. These were the directions used in
the CRP testing.

4, Recommendation for the control of biting {chewing) lice.

Data Compensation

An appropriate data matrix listing all of the data necessary to support the registration of
Advantage® IGR 5 (and also Advantage® IGR 9 and 18) is enclosed with this application. Please
note, the enclosed data matrix cites only those data necessary for this registration. This
registration application is for a product used oanly on cats (classified as an indoor, residential
use); the data matrix does not cite any imidacloprid environmental fate, ecological effects or
residue chemistry data because these data are not necessary for this proposed registration.

Generic Data

With regard to imidacloprid, Bayer CropScience LP (BCS) is the basic registrant of
imidacloprid. BCS and Bayer HealthCare LLC (BHC) are wholly owned subsidiaries of Bayer
Corporation, and therefore, the BHC, Animal Health Division, cannot claim Formulator’s
Exemption for the generic data requirements. Accordingly, enclosed is a copy of Letter of
Authorization from Bayer CropScience (EPA Company No. 264) authorizing the use of the
generic imidacloprid data by Bayer HealthCare L1.C, Animal Health Division (EPA Company
No. 11556). These generic data are cited in the enclosed data matrix.

With regard to pyriproxyfen, a completed Formulator’'s Exemption form (EPA Form 8570-27)
is enclosed with this initial application for Bayer to address compensation of pyriproxyfen
generic data. Also, enclosed is a Letter of Authorization from Sumitomo Chemical Company
Lid.

Product Specific Data

All of the data necessary to support the registration of Advantage® IGR § are data previously
submitted by Bayer’s Animal Health group (EPA Company No. 11556) or are enclosed with this
application or were submitted by the McLaughlin Gormley King Co. (MGK). Enclosed with this
application is a Letter of Authorization from MGK. All of these data are cited in the enclosed
data matrix.

Enclosed is also a completed Certification with Respect to Citation of Data (EPA Form 8570-34)
indicating we are choosing the Selective Method of Support for pyriproxyfen efficacy data.
Again, a Letter of Authorization from MGKX to cite these data is enclosed.
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Bayer HealthCare
Animal Health

Vig Federal Express

November 30, 2000

Document Processing Desk (REGFEE)
Office of Pesticide Programs (7504F)
LJ.S. Environmental Protection Agency
Room $-4900, One Potomac Yard
2777 South Crystal Drive

Arlington, VA 22202-4501

Attention: Ms. Venus Eagle

Registration Division
Bayer HealthCare LLC
Subject: Applications for the Registration of g:gmgb ﬁg
Advantage® IGR 5 (Agency Tracking #74089836606), e Mosion, K& 52010300

Advantage® IGR 9 (Agency Tracking #74089836%04), and
Advantage® IGR 18 (Agency Tracking #74089637114)
products for pest control on cats and kittens

Dear Ms. Eagie:

Enclosed with this cover letter are applications for regisiration of three (3)
new companion animal spot-on products, named ddvantage IGR 5,
Advantage IGR 9, and Advantage IGR 18, and all the appropriate
supporting documents and data. These imidacloprid + pyriproxyfen-
containing products will be packaged in single-use tubes for application by
pet owners and veterinarians for conirol of various stages of ficas und lice
on cats and kittens. The purpose of this cover letter is to provide an
explanatory overview of the submission which may aid in the processing
of the enclosed information and respective registration applications.

Although these are applications for registration of new products, the
products themselves are not really new to the Agency. On December 11,
2007, the Agency issued Notices of Regisiration for both Advaniage

Plus 9 for Cats (EPA Reg. No. 11556-126) and Advantage Plus |8 for
Cats (EPA Reg. No. 11556-129). The proposed three products contain the
identical formulation and use pattern, residential - indoor, as ihe
previously accepted products of Advantage Phis 9 and 18. Althmigh Bayer
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Ms. Venus Eagle Page
Document Processing Desk (REGFEE) November 38, 2009
Office of Pesticide Programs (7504P)

U.S. Environmental Protection Agency

HealthCare subsequently voluntarily withdrew the registrations of
Advantage Plus 9 and Advantage Plus 18, this was for marketing reasons,
and not because of a safety/risk issue or lack of data for the products.
Therefore, much of the data needed to support these proposed products
have already been reviewed and accepted by the Agency during the review
process for the Advantage Plus 9 and 18. Furthermore, there are analogous
registrations for this identical formulation for use on dogs and puppies,
currently registered as Advantage Plus 10 (EPA Reg. No. 11556-128),
Advantage Plus 20 (11556-125) Advantage Plus 55 (11556-127) and
Advantage Plus 100 (11556-130).

Applications for three (3) new products are enclosed and include
Advantage IGR 9 (0.4 mL tube), Advantage IGR 18 (0.8 mL tube) and a
third product, Advantage IGR 3, especially designed for small cats and
kittens in a smaller single-use tube (0.23 mL). These products only differ
from one another in terms of different dose/container sizes for different
sizes of cats and kittens {see Table 1.)

Product Chemistry: The insecticide formulation is identical for all three
of the proposed products, and is identical to the formulation previously
accepted for the imidacloprid + pyriproxyfen-containing cat products
(Advantage Plus 9 and 18), as well as the currently registered dog spot-on
praducts {(Advantage Plus 10, 20, 55 and 100). Therefore, the product
chemistry data requirements have already been satisfied for this
formulation. Appropriate Confidential Statements of Formula for the three
proposed products are enclosed.

Lfficacy: All of the products control fleas. These products are similar to
the imidacloprid-containing Advantage products (ddvantage 9 Topical
Solution, EPA Reg. No. 11556-116; Advantage I8 Topical Solution, EPA
Reg. No. 11556-118), except a small amount (0.46%) of a very effective
insect growth regulator, pyriproxyfen, has been added to enhance efficacy
against flea eggs. Whereas Advantage was efficacious against larval and
adult fleas, the new combination product is effective against flea larvae,
adult fleas, and flea eggs. Since the data, as listed in the data matrix, o
support the flea control claims for this formulation have been reviewed
and accepted by the Agency under the previous Advantage Plus 9 and
Advantage Plus 18 actions, no new flea efficacy data are being submitted
with this application. You will also note that the proposed labels contain
many of the flea control claims found on the stamped-accepted labels for
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Ms. Venus Eagle Page 3
Document Processing Desk (REGFEE) November 30, 2009
Office of Pesticide Programs (7504P)

U.S. Environmental Protection Agency

Advantage Plus 9, Advantage Plus 18, as well as, on the stamped-accepted
labels for Advantage Plus 10, Plus 20, Plus 55 and Plus 100 for Dogs.

The only other pest that appears on the proposed labels is the biting
(chewing) louse. To support these claims, we reference the efficacy data
previously submitted for lice control under the Advantage Plus for Dogs
product, which is referenced in the Data Matrix.

Apbplication Method and Weight Bands: The method of application is
the same for all three products, and it is the same application method as for
the currently registered Advantage Topical Solution products. The entire
contents of the appropriate-sized tube are applied to cats or kittens to a
localized area on the neck at the base of the skull to control fleas. One
product, Advantage IGR 3, will treat cats and kittens weighing 5 Ibs. or
less in size. The dose for this product is 0.23 mL of solution in a plastic
tube. The second product - Advantage IGR 9 — will treat cats and kittens
weighing 5 to 9 lbs. with a tube size of 0.4 mL. The third product —
Advamage IGR 18 - will treat cats weighing 9 Ibs. and greater in size, with
a tube size of 0.8 ml. of solution in a plastic tube. All three tubes have
different label colors to easily distinguish them from one another.

Acute Toxicity Studies: As discussed earlier, the insecticide formulation
is the same for all three proposed products (and the currently registered
dog products). We are relying on the previously accepted acute toxicity
studies on the formulation to support these proposed registration actions;
that is no new acute toxicity data are included with the applications. The
Precautionary label language and Signal Word are the same as the
currently EPA-accepted Advantage Plus for Dog products. Because the
acute ora] toxicity value for the formulation was below the 1500 mg/kg
“trigger,” and because this is a residential use, the products must be
marketed in Child-Resistant Packaging (CRP).

Packaging: The packaging for the proposed cat products will be identical
to the packaging used with the currently registered Advantage products for
cats (EPA Reg. Nos. 11556-116 and -118) except that the tubes will be in
a Child-Resistant blister. The packaging for the cat products will consist of
a cardboard box with all appropriate label text except for the full

directions for use. Inside the box will be a leaflet containing all the label
text. Alse inside the box will be a CRP blister package containing 4 or

6 tubes of the appropriate size.
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Ms. Venus Eagle Page 4
Document Processing Desk (REGFEE) November 30, 2009
Office of Pesticide Programs (7504P)

U.S. Environmental Protection Agency

The most significant difference in the packaging between the previously
registered products - Advantage Plus 9 and Advantage Plus 18 - and the
proposed products is that the products are in a different Child-Resistant
Packaging (CRP) material. For the previous products, the CRP packaging
was made of PVC and the respective child and adult testing data were
found acceptable to the Agency. The proposed products will be produced
in KISI blisters. The packaging material scheme for all three of the
proposed registrations is similar, and the CRP testing data for the various
sizes are enclosed. The testing design to satisfy the requirements for all
product presentations was developed with the agreement of the Agency’s
expert, Dr. Rosalind Gross. CRP certification letters are also enclosed.

With regard to the overall CRP testing of the various packaging
configurations, Bayer is aware of PR Notice 97-9 regarding the electronic
submission of CRP test data, and therefore these data have been prepared
appropriately and are inchuded on CDs.

Ceompanion Animal Safety: Submitted in support of the previously
accepted registrations for Advantage Plus 9 for Cats and Kittens (EPA
Reg. No. 11556-126) and for Advantage Plus 18 for Cats (EPA Reg. No.
11556-129), Bayer has an appropriate domestic animal safety study on file
with the Agency that demonstrates the safety of Advantage IGR on adult
cats. The EPA concluded that the report was “Acceptable” and that the
study adequately addressed the safety requirements contained in Guideline
870.7200: Companion Animal Safety. Furthermore, the study supports a 7-
day retreatment interval. To support a label allowing treatment of 8-week
old kittens, enclosed is a new domestic animal safety study (Bayer Report
No. 33714) conducted using a protocol submitted to and accepted by the
Agency.

Data Compensation: An appropriate data matrix listing all of the data
necessary to support the registration of Advantage IGR 5, Advantage

IGR 9 and Advantage IGR 18 is enclosed with this application. Please
note, the enclosed data matrix cites only those data necessary for this
registration. This registration application is for a product used only on cats
(classified as an indoor, residential use); the data matrix does not cite any
imidacloprid environmental fate, ecological effects nor residue chemistry
data because these data are not necessary for this proposed registration.

Generic Data -With regard to imidacloprid, Bayer CropScience LP
(BCS) is the basic registrant of imidacloprid. BCS and Bayer HealthCare
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Ms. Venus Eagle Page
Document Processing Desk (REGFEE) November 30, 2009
Office of Pesticide Programs (7504P)

U.8. Environmental Protection Agency

LLC (BHC) are wholly owned subsidiaries of Bayer Corporation, and
therefore, the BHC, Animal Health Division, cannot claim Formulator’s
Exemption for the generic data requirements, Accordingly, enclosed are
copies of a Letter of Authorization from Bayer CropScience (EPA
Company No. 264) authorizing the use of the generic imidacloprid data by
Bayer HealthCare LLC, Animal Health Division (EPA Company No.
11556). These generic data are cited in the enclosed data matrix. With
regard to pyriproxyfen, a completed Formulator’s Exemption form (EPA
Form 8570-27) is enclosed with this initial application for Bayerto
address compensation of pyriproxyfen generic data. Also, enclosed is a
Letter of Authorization from Sumitomo Chemical Company Ltd.

Product Specific Data - All of the data necessary to support the
registration of Advantage IGR 5, Advantage IGR 9 and Advantage IGR 18
are data previously submitted by Bayer’s Animal Health group (EPA
Company No. 11556) or are enclosed with this application or were
submitted by the McLaughlin Gormley King Co. (MGK). Enclosed with
this application is a Letter of Authorization from MGK. All of these data
are cited in the enclosed data matrix. Enclosed is also a completed
Ceriification with Respect to Citation of Data (EPA Form 8570-34)
indicating we are choosing the Sclective Method of Support for
pyriproxyfen efficacy data. Again, a Letter of Authorization from MGK to
cite these data is enclosed.

I hope this overview cover letter is helpful in processing the attached
applications. If you have any questions, please do not hesitate to call me
at (913) 268-2751.

Sincer
: ” :" : ..:_,
{

Douglas A Spilker. Ph. .
Manager, EPA Regulatory Affairs
Doug.Spilker.b@Baver.com

DAS/t

Enclosures
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Table 1.

No. of
Product Name Animal Animal Tube Size Tubes
Size (fl. oz.) Per
Package
Advantage® IGR 5 Cats and <5 Ibs. 0.0078 4
{EPA File Symbol 11556-XXX) | Kittens {0.23 mL)
Advantage® IGR 9 Catsand | 5109 Ibs. 0.014 dorb
(EPA File Symbol 11556-XXX) 1 Kittens {0.4 mL)
Advantagc® IGR 18 Cats and > 9 |lbs. 0.027 4016
{EPA File Symbol 11556-XXX) | Kittens (0.8 mL)
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Transmittal Document

Name and Address of Submitfter
Bayer HealthCare LLC

Animal Health Division

Box 390

Shawnee Mission, Kansas 66201-0390

Douglas A. Spilker, Ph.D. %p%,_\

Manager, EPA Regulatory Affairs
(913) 268-2751

Repulatory Action in Which this Package is Submitted
Data submitted to support the proposed registration of Advantage® IGR 5 (EPA
File Symbol 11556-XXX)

Transmittal Date
November 30, 2009

List of Submitted Studies:
MRID No, Volume

1 - “Evaluation of the General Safety of M881,” 40 CFR
Parts 160 and 792, T. J. Madsen, Report No. 33714,
193 p.

2 - “Child-Resistant Packaging (CRP) Child Panel Test of

4 x 0.23 ml. Advantage® IGR KISI Blisters for Cats,”
40 CFR Part 157.20 and 16 CFR Part 1700.20,
L. M. Dixon, Report No. 33741, 59 p.

3 - “Child-Resistant Packaging (CRP) Senior Adult Panel
Test of 4 x 0.23 mL Advantage® IGR KISI Blisters
for Cats,” 40 CFR Part 157.20 and 16 CFR Part
1700.20, L. M. Dixon, Report No. 33742, 251 p.
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Document Processing Desk (REGFEE)
Office of Pesticide Programs (7504P)
U.S. Environmental Protection Agency
Room 8-4900, One Potomac Yard
2777 South Crystal Drive

Arlington, VA 22202-4501

Enclosures:

Advantage IGR §

@00@“0080000090000

I copy Advantage 1GR 5 Application for Pesticide Registration with Application

Attachment and five Appendices:
Appendix 1 — Advantage Plus 9 and 18 Registration Notices & Voluntary

Cancellations
Appendix 2 — Product Chemistry Review
Appendix 3 — Storage Stability Extension and Interim Report
Appendix 4 — Acute Toxicity Study Reviews
Appendix 5 — CRP Correspondence
Appendix 6 — Lice Study Review
Appendix 7 — Companion Animaj Safety Study Review
Appendix 8 — Companion Animal (kitten) Protocol Review
1 copy proof of PRIA payment
5 copies draft labels, date of draft 11/24/09
I copy Letter of Authorization from MGK
1 copy Letter of Authorization from Bayer CropScience
1 copy Letter of Authorization from Sumitomo
I copy CRP Certification letter
1 copy Formulator’s Exemption (8570-27)
I copy Certification with Respect to Data (8570-34)
I copy data matrix (confidential}
1 copy public data matrix
2 copies Confidentia} Statement of Formula
3 copies data transmittal document
3 copies Bayer Report No. 33714 (Domestic Animal Safety — Kittens)
3 copies Bayer Report No. 33741 (Child Resistant Packaging Study; 4-pack/child)
3 copies Bayer Report No. 33742 (Child Resistant Packaging Study; 4-pack/adult)
I copy CD transmittal document
1 CD (electronic data file) for Bayer Report No. 33741
1 CD (electronic date file) for Bayer Report No. 33742
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*Product ingredient source information may be entitled to confidential treatment*___

Form approved. OMB No. 2070-8060, 2070-0057 00107, 2076-0122, 20700164,

United Statss
Environmental Protection Agency
Washingion, DC 20460

Formulator’'s Exemption Statement

{40 CFR 152,85}
Applicant's Nama and Addross EPA File Symboi/Registration Nurmber
Bayer HealthCare L1.C 11556-XXX
Animal Health Division Product Name
P.O. Box 390 Advantage IGR 5
Shawnee Mission, KS 66201 Data of Confidential Statamant of Formula (EPA Form 8570-4)
1172072009

As an authorized represontative of the applicant for registration of the product identified above, | certify that:

{1) This product sontains the folfiowing active ingrediant(s):

pyriproxyfen
imidacloprid (not citing Formulator's Exemption for this active ingredient)

{2) Of thesa, aach active ingredient fisted In paragraph {4} is prasant zolely as the resul! of the uea ot that active ingredisnt in the manufacturing,
formufation or repackaging another product which contains that active ingredient which is registered under FIFRA Section 3, is purchased by
us from another perscn znd meels the requirsments of 40 CFR section 158.50{e}{2) or (3).

{3) indicate by chacking (A) or (B) below which paragraph applies:

7 {A) Ant accurate Confidential Statement ot Formeuda (EPA FORM 8570-4) for the above identifted product is attached to this statement.
That formuia statement indlcates, by company nome, registration numbsar, and product nama, the scurce of the activa ingradient(s) isted in

paragraph (1).
OR

71 (B) The Confidential Statement of Formula (CSFHEPA Form 8570-4) raferenced above and on fiie with the EPA is completa, cunent, an
accurate and contains the information required on the current CSF.

{4) The faliowing active ingredienis in this product qualtfy for the formulator's axemption,

Source
Active ingrediant Product Namo Regisiration Number
pyriproxyfen I .
*8 »
* » »
[ J X3 R D] » »e
¥ »
» » L9
L »
*RPBBY
» »
» »
o8 » »
» *
[ I X R ] ] > »¥
» -
.l:. Y :
Name and Title Date - LAt d .
D.A. Spilker, EPA Reg. Affairs Mgg| 92 Wv 22Y7
Copy 1-sBRA

Copy 2 - Applicant copy
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Form Aoproved OMB Hos. 2070-006U, 2070-0057: 2070-0107; 2070-0122; 2070-01564

UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
1200 Pennsyivania Avenue, N.W.
WASHINGTON, D.C. 20468

Paperwork Reduction Act Notise: The public reporting burden for this collection of information is sstimated 10 sverage 1.25 hours per response for registration g
and 0.25 hours per responae for reregiseration and specisd review aetivilics, including time for reading the instrussions and completing (e nevessary forms, Send
comments regarding bunden estimate of any other aspect of this collection of information, including suggestivns for reducing the bunden to! Birector, Colicction
Stretegies Division (2822T), US. Environmental Protection Ageney, 1200 Pennsylvania Avenue, N.W., Washington, BC 20460. Do not send the completed form
to this adidress.

Certification with Respeet to Citation of Data

Appiicants/Reqistrant's Mame, Addrass, and Tatephona Nurmber EPA Repisiration Number/Fita Symbat
Bayer HoalthCare LLC, Anlmai Hesith Div. POB 380, Shavwmea Mission, KS 56201 |913-288-2751) 118588000

Activa Ingredientist angfor representative lest compound{s} Date

Imidacloprid, pyriproxyfen 3 O Aley 2697
Genaral Lise Pattarn{s) (st all those claimed for this product uslrg 40 CFR Pasrt 158) Product Name

Indoot, residential Arfvantage IGR 5

ROTE: If your preduct is a 1003% repackeging of another purchased EPA-ragistered product Iabeled for sl the same usss on your (absl, you do not nead to
subrril this form. You must submit the Formulaiors Exemplion Siatement (EPA Foon 8570-27).

1am reaponding 09 Data-Caltin Notice, and have incladed with this form a fist of companies sent offers of compenestion (the Data Malrix form should
be usad for this purpose).

SECTION I: RETHOD OF DATA BUPPORT (Chack one method only)

Lam using the cite-ail method of suppor, and have included with this form i am using the selective method of support {or cils-gli option
D @ ist of compardes sent offers of compenastion {tha Data Matrix form under the zefactive mathod), and have incuded with this form a

should ba used for this purposa). complated ist of data requirements (the Data Malrix form must be
ueesd).

SECTION It: GENERAL OFFER TO PAY

{RenUirad if using the cita-sil method or when using the cie-all option under the selscive mathad to salisly one or more dats requiremants)
1 haraby offer arwl agres to pay compeonsstion, 10 other PBrsong, with regand fo the approvel of this application, to the extent required by FIFRA.

SECTION {l: CERTIFICATION

1 certtify that this application for registration, this form for reregistration, or this Data-Calldn response is supportad by all data submitied or cited in the
sppication for reglsiration, tha form for reregistration, or the Date-Cal-In responsa, in addition, If the cie-all option or cite-all oplion under the selective method is
indicated in Seclion ), this appiication is supporisd by ai data In the Aganoy's fles that {1) concem the properiies or effecis of this product or an identical oc
substanially sindtar produd, or one or mors of the ingradients in this product; and (2) iz a fypo of data that would be required to b submitted under the data
requiramants in offect on the date of enprovat of this application if the application sought the initial registration of a product of identical or similar composition and
uzss .

1 eartify that for each exclusive use study cited in support of this regisiration or revegisization, that | 2m the onginal data submilter or that ! have chialned
the written permisaion of the aiiginal data submiitar to cite that study.

i pertify thal for each study cited in suppert of this registration or reregistration that Is nod an exciusive use study, either: () 1 am the osiging! data
gubmitter; (b) | have cbisined the permission of the wriging] data submilier (o use the study In suppart of this appiication; (c) all pericda of eligibilty for
comrpensation have expired for Lha study: (d) ihe study is i the public Herature; or (8) | have nolified in willing the company that submitted e study end have
offersd (1) fo pay compenaation to the exdent required by sections Jc){1)F) and/or 3(c}2)(B) of FiIFRA; and (II} to commence negotistiont to delermine the
amaunt and 1sme of compansation, if any, 10 bo paid for the yae of the study.

1 carify that In 2t Instances where an offer of compeneation ls required, copias of all offers to pay compensation and evidenco of thelr dolivery In
aoordance with sections 3{cK LYF) andfor H{cH2)B) of FIFRA are svailable and will ba submiited to the Agency upon request. Should ! fall o produce such
evidonca fo the Agancy upen requasl, 1 untdarsiond that the Agency may initiate action o deny, cencet or suspend the registration of my product in conformity with
FIFRA.

1 certify that the stataments t have made on this form and sll attachments o it are trus, sccurate, and compiate. | acknowledge thatany
knowlngly false or misleadtng statement may ba punishsble by fine or Imprisenmert or both undor applicable (aw.

Dats Typed or Frinlad Name and Tille
Jo M E#aq | Dougles A. Spilker, EPA Reg. Affairs Manager

aper versions avaiisbie. Submit only Paper version,
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY

401 M Street, S.W.
WASHINGTON, D.C. 20460 Form

Approved OMEB No, 2070-0060

for information, inchxling 5
20454, mmm&emwmm

Paperwork Reduction Acl Notice: mﬁ[mmmh&mmmﬁmmmmwm

sverzgs 0,25 hours per respoms
reducing the bunden to: Director, OPPE Information Management Division (21373, U.S. Environmental Protection

mmmmm L25 hours per

responEs
Ageacy, 401 M Strect, 3.W., Washingion, DO

x:anoiipfEPAdsamamix/AdvantagzPlusCais 2009 Nov.doc

DATA MATRIX
Date: November 24, 2009 EPA Reg NofFile Symbol: 11556300 1 1556-X%X Pags | of Hl
11556300
gaéwm“ LLC, Animal Health Division Iugredient: Imidacloprid, CAS = 138261-41-3
Shawnoe Mission, K§ 66201-0360 Pyrigroxylen, CAS = 95737681
g:idg:: Guideline Study Name mlar Report Number Destription
Number
Prodeet Chemistry, Sectioa 158.240
42055362 264 PER | BR 1759 (TGAD
43306001 264 PER | BR 1879 (TGAD
61-1 Chemical identity 42256302 264 PER | BR 1765 {Forrmlation)
£2055302 264 PER | BR 1759 {TGAll
43306001 64 PER BR 18 {TGAI
42270801 264 PER | BR 1785 {TGAI)
612 Stmbement of Composition 42256302 264 PER | BR 1766 (Formulation)
42055302 264 PER | BR 1759 (TGAD
61-3 Formation of impuritiss 42256302 264 PER | BR 1766 (Formulation)
42055303 264 PER | BR 1760 (TGAD
43306002 264 PER | BR 1880 (TGAl)
42270802 264 PER | BR [786 (TGAI) . .
62-1 Preliminary analysis 42256302 264 PER | BR [766 (Fommulstion) kil
42055303 264 PER | BR 1760 (TGAh ee
43306002 264 PER | BR I380 (TGAD) o .
622 Certification of Fimits 42256302 264 PER | BR 1766 {Farmulation) T *
42055303 264 PER | BR 1760 {TGAD -t
43213001 264 PER | BR I874 (TGAD o' .
43306002 264 PER | BR I880 (TGAl) e, '
22256302 264 PER | BR [765 (Formulation) T e _
623 Analytical method 45096501 11556 OWN | Report No. 75130 see
- &
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UNITED STATES E]“JV;%ONMWAL PROTECTION AGENCY

1 M Strest, S.W.
WASHINGTON, B.C. 20460 Form

Approved OME Mo, 200-0060

Paperwork
for information, including
20460, Do not send the form to the address.

Reduction Act Notioe: mmwwmgmwmmstmmwezsm

response for registation activities and 025 bours per

responss
oes or reducing the benden to: Director, OPPE Information Mansgemant Division 2137, U.S, Envmmmw&mw 401 M Sueet, S.W., Washington, DC

DATA MATRIX
Date: Novernber 24, 2009 EPA Reg NoJFile Symbel:  11556.300, 11556-XXX Page2 of 11
11556-X%X%
Bayer HealthCaye LLC, Animal Health Division Product: Adve IGR § Ingredisat: Imidacloprid, CAS = 138261.41-3
P.O, Box 350 Advsntage® IGR 9
Shawnes Mission, K5 66201-03%0 Advastage® IGR 18 Pyriproxyfen, CAS = 95737-68-1
Note
g:fm Guideline Stedy Name mr Submitter | Status Report Number Deseription
Namber
42055304 264 PER | BR 1761 (TGAN
63-1 Chemical and Physical Properties 42256302 264 PER [ BR 1766 (Formulation)
42055304 264 PER | BR1761(TGAD
632 Apptarance 42256302 264 PER | BR 1766 (Formulstion)
$2055304 264 PER | BR 1761 (TGA)
63-3 Physical site 42256302 264 PER | BR 1766 (Formulation)
43055304 264 PER | BR 1761 (TGAD
634 Odor 42256302 264 PER | BR 1766 (Foaemulation)
63-5 Melting point 42055304 64 PER | BR 761 (TGAD
63-6 Boiling poim 42055304 244 PER | BR 1761(TGAR)
42055304 264 PER | BR1761(TGAD
63-1 Drensity 43356302 264 PER | BR 1761 {Formulation)
63-8 Solubility 42055304 264 PER | BR 1761 (TGAD
639 Vapar pressure 42055304 264 PER | BR 1761 (TGAD
63-10 Dissociation constant M.A . - Does not dissociate
6311 Octanel / watcr partition 42055304 264 PER | BR 1761 {TGAD
42055304 264 PER | BR 1761 {TGAI)
63-12 pH 42256302 264 PER | BR 1766 {Formulation)
£3-13 Stability 42055304 264 PER | BR 1761 (TGA))
63-14 Oxidizing / reducing action 264 PER N.A. « Mo oxidative or reductive charecteristics
§3-15 Flamemabilily 42055304 264 PER | BR 1761 (TGAD
63-16 Explodability 42055304 264 PER [ BR 1761 (TGAl)

ximeiEPAdatamatrix/ AdvantagePlusCars 2009 Mov.doc
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LINITED STATES ENVIRONMENTAL PROTECTION AGENCY

401 M Streat, 5.W,
WASHINGTON, D.C. 20460 Form

Appraved OMB No, 2070-0060

Reduction Act Notice: The public

Paperwork burden for this collection of information is estimated to response
for mlmimmswsmmmwmm Drirector, OPPE Information Meragement Division (2137), U.S. Emu!?memm\m 40 M Stroot, 5.W., Washington, DO
20460, Do ot send the form to the addvess,

average 0.5 bouss per

for regratration activitics epd 025 hours per response

DATA MATRIX
Date: Movember 24, 2009 EFA Reg No/Filr Symbel 11856-X XX, 11556-00(X Page 3 of T
F1556-XXX
Baysr HealthCare L1, Animal Fiealth Division Product:  Adv GRS Engredient: Imidacloprid, CAS = 138261413
PO, Box 350 Advantsge® IGR 9
Shawnee Mission, KS 66201-0390 Advaniage® IGR 18 Pyriproxyfen, CAS = $5737-68-1
Nuote
Guidelize Guideline Stady Name mar Submitter | Status Report Number Pescription
Number
42055304 264 PER BR 761 {TGAD)

63-17 Storage stmbility 42256302 264 PER BR 1766 {Fermulation)

63-18 Viscosity 264 PFER M.A. « Solid
63-19 Miscibility 264 PER N.A. - Solid

42055304 164 PER BR 1761 {TGAI}
63-20 Comosion elwrscteristics 42256302 264 PER. BR 1764 (Fermulation)
63-21 Diglectric breskdown volt N.A- Salid
64-1 Submitts! of samples Sampizs available upon request
Product Chermistty: 1deatity, Composition,
830.Group A Anatysis 45096902 1556 OWN Report No, 75133
$30Group B ] Product Chemistry: PhysicallChermical Properties 15096503 11556 DWH | Repori No. 75132
Wildlife and Aquatic Organisms, Section [58.490

-1 Acute avisn oraf - quailiduck N.A,
T1-X{a} Avien dictary - quail WA
71-X(b) Avian dietary - duck N.A.

113 Wiki mammal toxicity M.A.
Fi-4{a) Avian reproduction - quail N.A.
TI-4(b) Avian reproduction — duck NA.

Ti-5 Sinulsted or actual Ffiekd study M.A.
72-1{z) Fish toxicity - bluegil NA.
12-1(b} Fish toxicity blucgill - 1ep I NA.

x:mioiiEP Adatamatrix/AdvantagePlusCats 2009 Nov.dec
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY

401 M Sweet, 5.W.
WASHINGTON, D.C. 20460 Form

Appraved OMB No. 2070-0060

20440, Do pot sead the form o the address.

Paperwork Reduction Act Notice: The public reporting burden for this colfection of information is estimated to average 0.25 hours por response for registration ectivitics and (025 bowrs per ros

POREE
for inforrnation, including suggestivas for reducing the burden tor Director, OPPE Information Trivision {2137, U.S, Envirosmental Protection Agencey, 401 M Street, 5.W., Weshington, DC

2.0. Box 390

DATA MATRIX
Date: November 24, 2009 EPA Reg No/File Symbok  11556-XXX, 11556-X00X Poged of 11
11556-308X
Bayer HealthCare LLC, Animal Heslth Division Product: Tngredient: Imidacloprid, CAS = 13826141-3

Shawnee Mission, KS 66201-0350 Pyriproxyfen, CAS = 95737-681
g:g;}x: Grideline Stady Name g‘!ﬁ& Submitter | Status | g Number Brescription
Mumber
72-2{a) [nvertebrate toxicity « Daphnia NA.
T2y Invertebrate toxicity « Amphipods NA
F2-2{c) Acuie aquatic inveriebrate toxicity - Chironomids NA,
T2-3(n) Estusring / marine toxicity - fish NA
72.3(8) Estusrine / marine toxicity « mollusk MA
Fa-3(e) Estuarine/maring toxicity - shrimp N,
T2-4(a) Early life stage - fish MN.A.
T2-4(b) Life cycle invertsbrate NA,
727 Siruizted o actual ficld study N.A.
Mong Folier haif-life and distrivution for potatocs NA,
Runeft 2nd Erosion predictions for
Noac appledpotato/cotion NA
None Risk essessment for apple/potatofcotton NA.
None PELMO Modeling - sugarbect/ermany N.A.
Toxicology, Section 158,246
42055331 264 PER Report No. 100040 (TGAL)
42286313 264 PER Report No. 100010 (2 F)
4342820( 264 PER | ReportMNo. [06380(1.6 F)
43672601 [1556 OWN Report No. 74585 (Adv)
45096904 [1556 Oﬂ Report No. 75195 (Ady Plus)
870.1108 Acute oral toxicity rat 4708941 11556 OWN Report No. 75922 (Ady Plus)

x:moiijfEPAdatamatris/AdvantagePlusCats 2009 Nov.doc
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY

WASHINGTON, D.C. 20460 Form

40{ M Streat, 5. W,

Approved OME Mo. 2000-0050

Paperwork Reduction Act Netice: The public reporting burden for this colivction of information is estimaied TOSpOIIS
for inforration, including suggestions for reducing the burden 0: Director, OPPE informatics Management Division (2137, U5, Envircnmental Protection Agency, 401 M Strost, S.W., Weshington, DC
20460, Do mot sendd the form (o the address,

nvetnge .25 howrs per

for registration sctivities and 025 hours per

DATA MATRIX
Date; Movember 24, 2009 EPA Reg NoJFile Symbel:  11556-X3X, 11556-XXX PageSof 1
11556. XXX
Bayer HeakhCare LLC, Anitax) Health Division Product: Advansge® IGR § Iagredient: Imidecloprid, CAS = 138261.41-3
P.0. Box 390 Advantage® IGR ¢
Shaswree Mission, KS 66201-0390 Advaniage® IGR 18 Pysiproxyfn, CAS = §5737-68-1
Nate
g:gg:n‘: Guideline Study Name ;l:::& i Sshesiter | Stats ool T eseription
Number
42055332 264 PER | Report No. 100041 (TGAI)
42256315 264 PER | RepontNo. 100002 (2 F)
43428201 264 PER | Report No. 106380 (1.6 F)
4375602 11556 OWN 1 Report No. 74584 (Adv)
70,1200 Acuse dermal toxicity, ravrabbis 45096505 11556 OWN | ReportNo. 75196
42055333 264 PER | Report No. 99806 (TGAT)
42286101 264 PER | Report No. 99806-1 (TGAL)
42256317 264 PER | Report No. 100012 (2 F)
43428201 264 PER | Report Mo, 106380 (1.6 F)
43679603 1155 OWN | Report No. 14589 (Adv)
8701300 Acutc inkaletion toxicity, rat 45096505 11556 OWN | Report No. 75197 (Adv Plus)
42055334 264 PER | Report No. 99579 (TGAI)
42256319 264 PER | ReportNo.95815(2F)
43428201 264 PER | Report Mo. 105380 (1.6 F)
43428201 264 PER | Repon No. 105380 (1.6 F)
Prittwry £ye irritation - rabbif 43679604 11556 QWH Report Mo. 74588 (Adv)
870.2400 45056507 11556 OWN | Repori Mo, 75199 (Adv Plus)

wmob/EPAdstamatrin/ Ad vantagePlusCass 2009 Nov.dog
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
401 M Stroct, S.W.
WASHINGTON, D.C. 20450 Forn
Appriveed OMB Mo, 2070-0060
Paperwark Reduction Act Notice: The public reporting burden for this collsction of information is estimatod to averege 0.25 bours per respasse for registretion activities end 025 hours per respotee
for information, inclhuding suggestions for reducing the burden to: Dirsetor, OPPE Information Management Division (2137), U.S. Envircnmental Protection Ageacy, 401 M Street, $,W., Washington, DC
20460. Do nt sead the fomm o the address,
DATA MATRIX
Date: November 24, 2009 EPA Reg NoJFile Symboi: 11556-XXX, 11556-XX Prgebof il
[ ESS4-RK
Bayer HealthCare LLC, Animal Heslth Division Prodwct: Advantzge® IGR 5 Ingredient: imviduclopsrid, CAS = 138261-31-3
P.0O. Box 330 Adventrge® 1GR 9
Shawnes Mission, KS 66201-0390 Advantage® IGR I8 Pyviproxyfien, CAS = 95737-68-1
Noie
o | oty e in, | S | S ot e
Number
42055335 264 PER [ Repost Mo. 99804 (TGAT)
41256321 264 PER | RepaetNo. 99816 (2 F)
43428201 264 PER | Report No. 05380 (L.6 F)
43679605 EES56 OWN Report No. 74555 (Adv}“
8702500 Primary dermat irritation - rabdit 43096508 [ 1556 OWH Report No. 75200 {Adv Plus)
420355336 264 PER Report No. 29500 (TGAD
42256323 264 PER Report No. 100003 (2 F)
43428201 264 PER | ReportNo. [06386 (1.6 F)
43679506 11556 OWN__| Report No. 74587 (Adv) _
70,2600 Dermak sensitization - guinea pig 45096909 {1556 OWN Report No. 75201 {Adv Plus)
£317030¢ 264 PER Report No. 106348
81.8(588) Aculz BEUIMORITIlY 431285801 264 PER Regport No. 053481
82-I(a) B0-gay feeding - rodant 42256327 264 PER Report No, 0036
82-1(h} 90-day feeding - non-rodent 42256328 264 PER Report Mo. 100176
82-2 2i-day desmal - rabbitirat 42256329 264 PER Report Mo, (00688
82-5(b) 90 day neurotoxicity - mammal 43285401 264 PER Report Mo, 106356
42256331 264 PER Report No, E00652
42256332 264 PER Report No. 101931
42256333 264 PER Report Mo. (02658
23-1{a} Chronic feeding Foxicity ~ rodent £2256334 264 PER Report No. 95672
xmoliEP Adatamstrin/AdvaniagePlesCars 2009 Nov.doc
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
401 M Stroat,
WASHINGTON, D.C, 20460 Form

5.W.

Approved OMB No. 2070-0063

Paperwork Reduction Act Notice: The public reporting burden for this coflection of informstion s estimated 1o average 0.25 howrs per responsc
for infosmation; including suggestions for reducing the busdea o Directos, OFPE Information Managament Division (2137), U.S, Envircomental Prodection Agency, 401 M Street, S W, Wnshm«a DC
10460, Do not send e form o the address.

for registration sctivitizs snd 025 houry per response

DATA MATRIX

Date: November 24, 2009

EPA Reg No./Fiie Symbok:

TI556-XXX

11556-300K, 11556-XXX Page T of 1}

P.Q. Box 390

Bayer HealthCare L1C, Animal Health Divisien

Shawnez Mission, K5 656201-039)

Ingredient: Imidacloprid, CAS = 138261-41-3
Pyriproxyfen, CAS = 95737-68-1

g:fm Guideline Stady Name ]?Q’:uiger Report Nasaber Description
Number

§3-H(b} Chronic ferding toxicity - non-odent 42273002 264 PER Report No. 100015
42256331 24 PER Report No. 100652

42256332 264 PER Report No. 101931
42256333 264 PER Repott No. 102658

83-2(n} Oncogenicily - rai 42256334 64 PER Repoit No, 99672
42256335 264 PER Report No. 100693

42356336 264 PER Repart No. 101929

83-2b} Oneogeaicity - mause 42256337 264 PER Report N, 99808
83-3(al Developmental toxicity - rat 42256338 264 PER | ReportNo, 98571
£3-3(b) Developmental toxicity - rabbit $3256339 264 PER | Report Mo, 98572
83.4 Two generation reproduction - rat 42256340 264 PER Report No. 100647
42256341 264 PER Report No. 101276

42256342 64 PER Report No, 38584

84-2(a) Gene mutation (emes t2st) 42156343 264 PER Report No. 98570
42356344 264 PER Report No. 100021

42256345 264 PER, Report No, 99262

42256346 264 PER | Report No, 99257

42256347 264 PER Report No. 102652

Strectural chromosomal sberration 42256348 264 PER | Report No, 102656

84-2(b) 42256349 264 PER Repaort No. 102655

Lol E PAdaamatrin/AdvantagePlusCats 2009 Nov.doc
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UMITED STATES ENVIRONMENTAL FROTECTION AGENCY

401 M Strect, W,

WASHINGTON, D.C. 20460 Form

Approved OMB No. 2070-0060

Paperwork Roduction Act Notice: The public reporting bunden for this collection of information is estimated fo average per Teiponse
for mformation, inciuding suggestions for reducing the burden to: Dircctor, OPPE Informetion Manageeent Division (2137 U.S. Environmeniz] Protection Agency, 401 M Street, S.W., Washington, DC
20450, Do not send the form o the address.

0.25 hours per response for registration sctivitics and 025 hours

DATA MATRIX

Date; November 24, 2009

EFA Reg Mo./Filz Symbol:

ViS56-XXX, 1) S56-300(
Y ($56-XKX

Page 8 of 11

Bayer HealthCare LLC, Animal Health Division
P.O. Box 390
Shawnoe Mission, K8 66201-03%0

lagredicat: Enidscloptid, CAS = 138261413

Pyriproxyfen, CAS = 95737-68-1

g:g}:;ne: Guideline Study Name :?.lear Report Number Descrinti
Nember
42256350 264 PER | Report No. 99676
42256351 164 PER | ReportNo. 161275
42256152 264 PER | Report No. 98573
844 Other genotoxic effects 42256353 264 PER | Repori No. 102653
42256354 264 PER | ReporiNo. 101999
42256355 264 PER | Report No. $7264
42256156 264 PER | Report No. 87265
85-1 General metabolism 42256357 264 PER Report No. 1026(7
4367950] 11556 OWN | Repont Mo, 74579 {Adv) Cats
43679502 11556 OWN_ | Repor No. 74591 (Adv) Cats
44157301 11556 OWN | Repor No. 74746 (Adv) Kittens
44157302 11556 OWN | Report No. 74747 {Adv) Kitens
45097001 11556 OWid | Report No. 75122 (Adv Plus)
47085401 11556 OWN | Repori Mo 75120 (Ady Plus)
A FORa402 11556 TWHN | Report No, 75120-1 {Adv Plss) Addendum to Repart No. 13120
47049403 11556 OWHN | Repott Mo, 75150 (Adv Plus)
47085404 11556 OWN | Report No. 75190-1 (Adv Plus) Addendur (o Report No, 75190
47089405 11556 OWN | Report Mo, 75191 {Adv Plug)
$70.7200 T ¥TO89405 11556 OWN | Report No. 75191-1 (Adv Plus) Addendam 10 Report No. 75191
Adv plusfkistens - 023 ml
86-1) Domestic Animal Safeey 11556 OWN | PReport No. 33714 (M8381) Submitied with Advantage IGR 5

x:moilEP Adatamatric/AdventegePlusCars 2009 Nov.dac
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UNITED STATES ENVIRUNMENTAL PROTECTION AGENCY

401 M Strozt, 8.W.

WASHINGTON, D.C. 20460 Form

Approved OMB Mo. 2070-0060

Reduction Act Notice: The public.
20460, Do not send the form o the address,

Paperwork reporting burden for this colloction of information is estimated to averge 0.25 howrs per
for information, including suggestions for reducing the barden 1o Director, OPPE Information Managesrm

Tor registration sctivities and .025 hesrs per

TCSpORSS
t Division {2137}, U.S, Environmentzl Protection Agency, 401 M Strest, 5.W., Weshington, DC

DATA MATREX
Bate: Novembzr 24, 2009 EPA Reg NoJFile Symbol:  11556-300%, 115583 Pres 9of 11
11556300,
Bayer HealthCare LLC, Anitnal Healh Division Product: Ad Iegredient: imidacioprid, CAS = 138261413
P.0. Box 390 Ag 308 IGR 9
Shawnee Mission, KS 663010390 Adveniage® IGR 18 Pyriproxyfen, CAS = 95737681
MNote
Guideline Guideline Study Name #ﬁnw Submitter | Status g Number Description
Nember
43679503 1155 OWM | Report Mo. 74571 (Adv) Cats
43679504 11556 OWN | Report No. 74581 (Adv) Cuts
A3ETE0Y 11556 OWN | Report No. 74373 (Adv) Dogs
43679610 11556 OWN | Repor Mo. 74531 (Adv) Dogs
4425680) 11556 OWN | Kepon No. 74800 (Adv) Speed of fiea kil
44256502 11556 OWN  § Report No. 47828 (Adv) Larvicidal efficacy
44256903 11556 OWN | Report Mo. 74792 (Adv) Effects of shampooing
47109101 11556 OWN | Report Mo.J SB67 {K9) Waleiproot
45086801 1021 PER | Report No. OT018-94 Pysiproxyien efficacy
45086801 1021 PER Repost Mo, OT016.93 Pyriproxyfen efficacy
45086301 1021 PER Report No. OT005-95 Pyriproxylen elfwacy
959 Efficacy 47190407 11556 OWN | Hepest No. 75950 Tice
. Plant Protectico, Section 158.540
1222 Aguatic plant growth N.A
123-2 Aquatic plant growh NA.
Non-Target Insects, Section 158,590
141-1 Honey bee soute contact N.A.
141-2 Honey bes residue on foliage N.A.
Reeotry Protectioo, Section 158,390
230-236 | Mixerfoeder/applicator exposure | ] N A
Envirormerte! Fate, Section 158,290
1611 Hydrolysis N.A
161-2 Photodegradation - water WA
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244




UNITED STATES ENVIRONMENTAL PROTECTION AGENCY

401 M Street, 8. W,

WASHINGTOM, B.C. 20440 Formy

Approved OME No. 2070-0060

WWMAC{NMWMB

m&mmam&mmmwmawozsmww
for miommm&wdmmmﬁxmmmchmw Director, OPPE Information Management Division {2137), .S, Envircamental Protection Agoncy, 401 M Street, 5.W., Ww&um D
20480, Do not send the form to the address,

for registration sctivitics and 025 hours per response

DATA MATRIX
Pate: November 24, 2009 EPA Reg NoJFile Symbol; 11556-XXX, 11556 30XX Page 10 of 1]
1155620
gagwsml%Cm LIL, Animal Health Division Ingredient: Dnidackopeid, CAS = 138261413
Shawnes Mission, KS 66201-0350 Pyriproxyfen, CAS = $5737-68-1
g:&dint: Guidcline Stedy Name ;{fmlgw Report Number Description
Number i
161-3 Phatodegradation - soil HA
162-1 Acrobic sofl metabolism NA.
162-2 Anerobic soil metabolism NA,
1623 Anacrobic aquatic metabolism MNA.
1631 Leaching 7 sdsatpiion/desorption WA
1641 Torrestrial freld dissipation N.A.
165-1 Confined rotmtional crop M.A.
1632 Field rotational crop WA,
166-1 Ground wedzry — small prospestive N.A,
None Environmental fate summary MNA.
Hesidue, Sectipn 158245
171-4() Nature of residuc — plants N.A.
17144l Mature of residue — livestock and poultry HN.A,
17140 Residue analytice] method — plants HA
171-4(d) Residuc snalytical method — animat NA,
1718 Stomge stabiily NA.
171.4(j) Magnitude of Teskiues — mesvmakipouliry/egs NA.
171-4(k) Magnitude of residac — crop field trisls N.A.
171-4(1) Magritude of residee — processed food/foeed NA,
171-4{m) Method validstion/ multiresidue method N.A.
Nonz Bensfits Reports
Nong Dietary Analysis MA,

x:moiifEFAdstamatric/ AdvantegePlusCats 2009 Nov.doc
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
401-M Street, S.W.
WASHINGTON, D.C. 20460 Form

Approved OMB No. 2070-0060

Paperwork Reduction Act Notics: The public reporting burden for this collection of information is estimated to 0.25 hours per

20460, Da not sénd the. form 0 the address.

BVETage response for registraiion sctivities znd 025 hours per responss
for information, inchuding suggestions for reducing the burden to: Directos, OPPE Information Masagement Division (2137), U.S. Euvironmentad Protection Agency, 401 M Street, $.W., Washington, DC

DATA MATRIX
Date: Noverber 24, 2000 EPA Reg NoJFile Symbol: 11556300, (1556-XXX Page 11 of 11
14556-XXX
?“g“ W LLC, Animal Health Division fmgredient: fmidacioprid, CAS = 138261413
Shawnes Mission, KS 66201-0350 Pyriproxyfen, CAS = 95737-64.1
gm Guideline Stady Name g‘?&r Submitter | Status Report Number Description
Namber
Child-Resistant Packaging, Section 157
137.20 Standards — Chikl-Resisiam Packaging Testing 7085407 11556 OWN | Hepovt No. 75913 Aciar CRP packaging
7085408 11536 OWHM ] ReportNo. 73914 Aclar CHP packaging
37089409 11556 OWN | Report Na. 75915 Actar CRP packaging
17085410 11556 OWN [ Repon Mo. 15916 Aciar CRP packaging
4708913 11556 OWN | Report Mo, 73897 Aclar CRP packaging
47089104 11536 OWN | Repor No, 75893 Aclar CRP packsging
47089101 11556 OWN | Report Na. 75893 Ackar CRP packaging
17080102 11554 OWN | Heport No. 73594 ‘Aclar CRP packaging
11556 OWN | Report No. 33733 0.8 mL/4 pk/child (KIS4) — Advantage IGR 18
11556 OWN | Report No. 33734 0.8 mLA piadulr (KIS!) — Advanizge IGR 13
11356 OWN | Repont Mo, 33735 0.8 mL/6 pichild (K1S1) — Adventage IGR 18
11556 OWN | Report No. 33736 0.8 mL/6 pl/adul (h1Sl) — Advaniage IOR 18
11556 OWN | Report No. 33737 0.4 miid pkichidd (KIS~ Advantige 1GR9
11556 OWN | Rcport No. 33738 0.4 mi/4 pl/adalt (KIS1) — Advantage IOK 9
11536 OWN | Repert No. 33739 0.4 mLAG pkichikd (KIST) - Advariage IGR 9
115% OWN | Repart No. 33740 0.4 mi/6 pkladull (KIS)) — Advantsgs 1GR9
11356 OWN | Report No. 33741 033 mL/4 pichild (KIS — Adventags TGR 3
11336 OWN | Report No. 33742 0.23 mL/4 pi/adult (KIS1— Adventage IGR 3

Douglas A. Spitksr
Manager, EPA Regulatory Affairs

Pa
Signature W / .M;

November 24, 2009

EPA Form 8570-35 (9-97) Elecironic Paper f€rsions availsble, Submit only Paper version. Agency Intemal Use Copy
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
401 M Street, S.W,
WASHINGTON, D.C. 20460 Foma
Approved OMB No, 2000-0080

Papevwark Roduction Act Notice: The publis reporting burden for this collection of information is estimated 10 averege 0.25 hours per responsc for registration Sctivities and .025 hours per nespanse
for infoemation, imtudiag;nmmm&; for reducing the burden to; Dizector, OPPE Information Masagement Division (2137), U_S. Envirvnental Protection Agency, 401 M Street, 8.W., Washington, DC
to

20460. Do not send the addvess,
DATA MATRIX
Date: November 24, 2009 EPA Reg NoJFik Symbol:  11556-300X, 11586-30CX Page 1 of 1]
11556-X3%
Bayer HealthCare LLC, Animal Health Division Product; Adventage® IGR § Ingredient: Inidacloprid, CAS = 138261-41-3
P.0. Box 190 Adventage® IGR 9
Shawnes Mission, KS 66201-03%0 hd IGR 18 Pyriproxyfen, CAS = 95737-68-1
Note
g:r?:;:: Guideline Stady Neme ;?;Eer Sabmitter | States Report Nember Descripticn
Number
T T
T L {264 PER
264 PER.
264 PER
264 PER
264 PER.
264 PER
64 PER
264 PER
A4 PER
264 PER
64 PER
264 PER
264 PER
264 PER
264 PER
264 PER
264 PER
54 PER
264 PER
264 PER
11556 OWN

sw:moii/EPAdstematriv/AdvantegePlusCats 2009 Nov publiz.doc
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY

Approved OMB No. 2070-06060

for information, includng &
20460. Do not send the 10 the sddress,

Wmeﬂmmwmmmmmwmdeumw
a3 for reducing the busden to; Dirsetor, OFPE Information

0.25 houts per

response for regisivation activitics and 025 bours per response
st Divisica (2137), U.S. Environmentsl Protoction Agency, 401 M Strect, 5.W.,, Wishiagton, DC

DATA MATRIX

Date: November 24, 2009

EPA Reg No./Fifle Symboi:

11856-30XK, 1I356-X0(X
11556-XXX

Pege 2 0f 11

P.Q. Box 350

Bayer HealthCare LLC, Animal Health Division
Shawnoe Mission, KS 662010390

Produeck:

Ingredient: Imidacloprid, CAS = 138261-41-3
Pyriproayfen, CAS = 95737-68.1

Guideline
Reference
Nuomber

Guideline Study Name

Salunitter | Status

Deseription

x:moiifEPAdatamatrix/ AdventzgePlusCats 2009 Nov public.doe
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PER

PER

PER

PER

PER

PER,

PER

PER

PER

PER

PER
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
401 M Street, 5.W.
WASHINGTON, D.C. 20460 Form
Approved OMB No, 2070-0060
Paperwork Reduction Act Notiee: The public reporting burden for this colloction of informastion is estimated to averags 0.25 hours par response foc registration sctivities and 025 hours per response
for information, 1%&1&5 suggestions for reducing the bupden to: Director, OPPE Information Management Divigion (2137), ULS. Environmentat Protection Ageocy, 401 M Street, §.W., Washingtoa, DC
204560. Do not send oitn 1o the address,

DATA MATRIX
Date: November 24, 2009 EPA Reg NoJFile Symbol: 11556-300K, T1556-300( Page 3of t1
11556-300(
Bayer HealthCare LLC, Animat Hoalth Division Product: Advaniage® [GR 5 Engredient: Imidocloprid, CAS = 138261-41-3
P.O. Box 3%0 Advantage® IGR 9
Shawnee Mission, K5 66201-0390 Advantage® IGR 18 Pyriproxyfen, CAS = 95737691
Note
Guideline Guideline S Name MRID Sabwmitter | Seatus
Refereace tudy Number Report Nomber Description
Number

e
T

o e

0

sx:miiEP Adatarnatrif Advantags PlosCats 2009 Nov public.doc

249




UNITED STATES ENVIRONMENTAL PROTECTION AGENCY

401 M Street, S.W,

WASHERNGTON, D.C. 20450 Form

Approvod OMB No. 2070-0060

Paperwork Reduction Act Motice: The public reporting burden for this collection of information ts estimatad to average 0.25 hours per response for registmtion activities and 025 hours per responze
for i i ing suggestions for reducing thys burden to: Director, OPPE Information Mrnagement Division (213T), T15. Environmental Protecticn Agency, 401 M Steet, 5.W., Washington, DC

20450, Do not send the form to the address,

DATA MATRIX
Date: November 24, 2009 EPA Reg NoJFile Symbal:  11556-XXX, 11556 XXX Pagedofil
11556-K%X
Bayer HealthCare LL.C, Animal Health Division Product: Adventsge®IGR § Ingrediznt: Imidacloprid, CAS = 138261-41-3
.0, Bex 350 Adventagr® 1GR9
Shawnes Mission, KS 65201-0390 Adventago® IGR 18 Pyriproxyfen, CAS = 95737-68-1
Note
g:m Guideline Smdy Name mr Sabmitter States cheﬂ Nomber Dmription
Namber

x:roiil/EP Adatamatsb/ AdventsgaPlusCats 2009 Nov public.doc
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
400 M Street, $ W,
WASHINGTON, D.C. 20460 Form
Approved OMB No, 20700060

memnmmwmmmm&mnmamsmwwonm nesponss for registration activities and 005 hours per responss

for information, including sy ne for reducing the burden to; Diregtor, OPPE Information Mansgement Division (2137), U.S. Euwmamml?mww 401 MSM@,SW.,WE&WDC
20460, mmmmmwmm

DATA MATRIX
Date: November 24, 2009 E£PA Reg NoJ/File Symbol: 115362, 11556-300( Page 5of 11

11556-X%X

Bayer HeakhCare LLC, Asimal Health Division
PO, Box 390
Shawnee Mission, KS 65201-03%0

Ingredieat: Imidacloprid, CAS = 138261-41-3
Pyriproxyfen, CAS = 95737-68-1

Guldeline Guideline Study Name MRIb Submitter | Status
Referenee Number Report Number Description
Number

11556
11556
264
264
264
264
1155
11556
264
264

264
11536 P S 2 5 : -
1556 o0 R -

xanoit/EPAdatzmatrixAdvantagePlusCats 2009 Nov pablic.doc
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UNTTED STATES ENVIRONMENTAL PROTECTION AGENCY
401 M Stroct, S.W,
WASHINGTON, D.C. 20450 Form
Approved OMB Mo, 2070-0060
Peperwork Reduction Act Notice: The public reporting burden for this collection of informstion is estiznted to mverage .25 hours per response for mgisiretion sctivities and (525 bours per response
for in&gmion;;ﬂd i Whmmmu@mb&m, OPPE Infoemation Managemen] Division (2137), U.S. Enviconmentzl Protection Agency, 401 M Steet, $.W., Weshington, IDC
20460, not the o the eddress,

DATA MATRIX
Date; November 24, 2009 EPA Reg NoJFile Symbol:  11556-X00X, 11556-XXX Pags 6 of 1]
11556-X0X
Bayer HealthiCere LLC, Animal Health Division Produet: Advantage® IGR 5 Ingredieat: Imidecloprid, CAS = 13826141-3
£.O. Box 3% Advartage® IGR 9
Shawnot Mission, KS $6201-03%0 Adventage® IGR 18 Pyriproxyfen, CAS = 95737.68-1
Nate
g:ml:: Guidline Study Name :‘?‘.:DM Sabmitter | Stalus Report Nember Descripfion
Number
264 PER
264 PER
264 PER
11556 OWN
11556 OWN
264 PER
264 PER
264 PER
11556 OWN
11556 OWN
264 PER
264 PER
264 PER
264 PER
264 PER
264 PER
264 PER
264 PER
264 PER
264 PER

wmoliji/EP Adatamatriv/ Advantage PlesCats 2009 Nov peblic.doc
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
401 M Sereet, S.W.
WASHINGTON, D.C. 20460 Form
Approved OME Mo, 2070-0060
Paperwork Reduction Act Notics: The public reporting burden for this coliection of informstion is cstimated 10 average 0.25 hours per responss for registmtion sctivities and L0235 hours per response
for mfag;anon, itsehudi suwg:;m for reducing the burden t0: Director, OPPE Information Manageaent Division (2137), 1.5, Envirormental Protection Agency, 401 M Styect, 8.W,, Washiagton, DC
20460, not send the tor the address,

DATA MATRIX
Date: November 24, 2009 EPA Reg NoJFile Symbol: 55600, 11556 00X Page 7 of 11
11556-300X
Bayes HealthCare LLC, Animal Health Division Product: Advantage® IGR 5 Ingredient: Imidecloprid, CAS = 13826141
P.O. Box 390 Adveniage® IGR 9
Shawnee Mission, KS 66201-0350 Advanizge® IGR 18 Pyriproxyfen, CAS = 95737-68-1
Note
g:;?:f,ﬁ Guiddine Study Name mar Submitter | Statny Repart Number Description
Number
264 PER
264 PER
264 PER
264 PER
264 PER
264 PER
264 PER
: . 264 PER
daaa 264 PER
Lo 264 PER
Va 264 PER
Sy 264 PER
e 264 PER
L 264 PER
o 264 PER
ﬂ; . 264 PER
i% . 264 PER
e 264 PER
E}& « 264 PER
| 264 PER

w:miij/EP Adatamatix/AdvantagePlusCats 2009 Neov public.doc
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
401 M Street, S.W.
WASHINGTON, D.C. 20460 Form
Approved OMB No. 2070-0060

Peparwork Reduction Act Hotice: The public reporting burden For this collection of information is estimated 1o average 0.25 bours per response for registretion activities and 025 hours per response
m&mm, mlggnggwm for reducing the burden to: Director, OPPE Information Menagement Division (2137}, U.S. Enviroamentz] Protection Agency, 401 M Street, S.W., Washington, DC
. Do not send 1o the address.

DATA MATRIX
Bate: November 24, 2008 EPA Reg NoJ/File Symbok: 11556-XKX, 11556-XXK Page 8 of 11
F1556-YX
Bayer HealthCare LLC, Animal Health Division Produrt: Advaniage® IGR 5 Fogredieat; Imidacloprid, CAS ~ 138261-41-3
P.O. Box 390 Advantage® IGR 9
Shawnes Missica, KS 66201-03%) Advaniage® IGR 18 Pyriprowyfen, CAS = 95737-68-1
Note
Guidelize Guideline Stady Name MRID Submitter | Status Description
ﬁe&r:::e Npmber port Namber
i

o %&»{%ﬁ? £

x: i EP Adntamateix/ AdvantagePlusCats 2009 Nov public.doc

254




UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
401 M Streat, 5. W,
WASHINGTON, D.C. 20460 Form

ER
IS EnEe
: : oS
e

SR

: i
N Sy

x:maAiEP Adstamamiu AdvantagePlusCats 2009 Nov public.doc

S

S
G 5?;@@

Appraved OMB No, 2070-0060
PaperwuskkadmnMﬁmmpubiwmnmgwmﬁrmuwawnaofm“mmmnwozﬁm response fo registration sotivities and 025 hotws per response
for information, suggestions for reducing the burden to: Divector, OPPE Information Massgement Division (2137), USS. Eavmmwmwhmmlhﬂsmsw Washingtoa, DC
20%60 Do not smd to tie address,
DATA MATRIX
Datz: November 24, 2009 EPA Reg No./File Syasbol: 1E556-X50X 11556-XXX Page9of 1}
11556-X00K
gagw Brgxm;g&m LLC, Animal Health Division Tngredient: Imidacloprid, CAS = 138261.41-3
Shawnce Mizsion, KS 66201-03%0 Pyriproxyfen, CAS = 95737-68-1
Guidtﬁl;: Guidelize Study Name z&;&;’:« Sebmitter | Status Report Number Deseription
Nuomber
- 0 755 | owN [0l T
. : 11556 OWN e
. 11556 OWN b S
- 11556 OWN =
- 11556 OWN - .
11556 OWN | S
. i 11556 OWN i T
. b 11556 OwN b iy
o - 1021 PER [ e
. w2 | PR [ .
%v 1021 PER [0 s
_ _\ 11556 OWN | s;zz‘éz%?%%k
i i S S : .
RO ; e T %&@%ﬁ?& o
T 3.@\ %&3‘? : ' R S - ' ??% S %%53’@}9»

e s -
@/&%\%\%& e R e
e
i . ——— Lo

s Ny

o : S

L ‘?&ﬁ% . -
e S
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
401 M Street, 5. W,
WASHINGTON, D.C. 20460 Form
Approved OMB No, 2070-0050
Paperwork Reduction Act Notice: The public reporting burden for this collection of information i estimated to 2verage 0,25 hours per response for registration activities and 025 hours per reaponse
for m&mﬁmmmmMmmm”ﬁm OPPE Information Menagement Division (2137), U.S. Envmmnwml Protection Agency, wlMSMSW..Washmn,DC
2460 BOL 1]

DATA MATRIX
Date: November 24, 2009 EPA Reg NoJ/Fiiz Symbel: 11556-XXX, 11556-XXX Fage 100f 11
11556-30KX
Bayer HealthCare LLC, Animal Health Division Product: Advantmge® IGR § Iegredieat: Imidaclopsid, CAS = 138261-41-3
PO, Box 39;0 ) Advantege® IGR 9
Shawnoe Mission, KS 66201-0390 Adv IGR 18 Pyriproxyfen, CAS = 95737881
Nate
Guideliae Guideline Stady Nsme MRID Submitter | States
W“ Namber Report Nunther Description
wmaber

T

‘*sv}

x:moliVEP Adammatri/AdvantagePlusCats 2009 Nov peblic.doc
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY

401 M Strwst, 5.W.
WASHINGTON, D.C. 20460 Form

Approved OME No, 2070-0060

20440, Do not send the form w0 the sddress.

Peperwork Reduction Act Noties: The public reporting busden for this cellection of information is estimated to averags 0,25 howrs per response for registeation sctivities snd .025 hours per response
for information, incleding suggestions for reducing e busden to; Dicsctor, OPPE Information Maoagsment Division (21373, U.S, Environmental Protection Agency, 401 M Suwet, 5. W., W

DATA MATRIX
Date: Novembes 24, 2009 EPA Reg NoJFile Symbel:  11556500%, 11556-XXX Page 11 of 11
11556-XXX
E&SWMM LEC, Animal Health Division Ingredient: Imidacioprid, CAS = 138261-41.3
Shawnee Mission, KS 66201-0190 Pyriproxyfen, CAS = 95737-68-1
g:ku&:tﬂ:; Guideline Stady Name m Report Number Descriots
Number
11556
11556
11556
11556
11556 :
11556 o
11556 S
11534 S
11556 ;
11556
11556
11556
11556
11556
11556
11556
11556
11556
Fan! .
% Douglas A. Spilker
_§jgnnrum %‘ Mﬁ Manager, EPA chulnlory Affairs Wovember 24, 2009
EPA Form 857035 (9-97AElectronic Paper E{;éions available. Submit only Paper version. Agency Intornal Use Copy

wmoiEP Adatameirin/ Advantage PlusCats 2009 Nov public.dec
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